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U.S. Patent No, : 7,220,750 ) Examiner: Truong, Tamthom N. 

Issue Date : May 22, 2007 

U.S. Appln. No. : 10/016,280 

U.S. Filing Date : December 10, 2001 

Title of Invention : Bicyclic Heterocycles, Pharmaceutical Compositions containing these 
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June 6, 2007 

Commissioner for Patents 
Mail Stop Petitions 
Alexandria, VA 22313-1450 



PETITION FOR THE CO RRECTION 
OF THE CLAIM OF BENEFIT UNDER 37 CFR S 1.78 

Sir: 

Applicants respectfully petition for the correction of the claim of benefit for U.S. 
Patent No. 7,220,750 issued on May 22, 2007. Attached hereto is a Supplemental ADS form 
with the correct claim to benefit. Applicants' attorney respectfully requests expedited 
treatment of this petition. 



The present patent is a continuation of International Application No. 
PCT/EP00/05547, filed on June 16, 2000, which claimed the benefit of U.S. Provisional 
Application No. 60/146,644, filed on July 30, 1 999, and two Germany applications, 
DE199280281.1 and DE10023O85.7, filed June 21, 1999 and May 11, 2000, respectively. 

U.S. Patent Application No. 10/016,280, which was issued as U.S. Patent No. 
7,220,750 on May 22, 2007, was filed on December 10, 2001 with an ADS that indicated it 
was to be a nationalized application under 35 U.S.C. § 371 of International Application No. 
PCT/EPOO/05547, filed June 21, 2000, and claimed the benefit of U.S. Provisional 
Application No. 60/146,644, filed on July 30> 1999. However, Applicants' attorney 
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mistakenly used the wrong transmittal forms, and thus, the application was treated as a 
continuing application filed under 35 U.S.C. § 111(a). Attached is a copy of the ADS as 
originally filed (Tab A), the Filing Receipt as issued (Tab B) and the later issued Corrected 
Filing Receipt (Tab C). 

The claim of benefit to the international application and the earlier filed provisional 
application was repeated in the Declaration which was filed on April 25, 2002. In an Office 
Action dated July 8, 2003, the Examiner acknowledged receipt of certified copies of the 
priority documents, but indicated that the specification needed to be amended to recite the 
relationship of the application to the prior filed applications, as well as a claim of benefit 
thereto. In a response to this action, Applicants' attorney amended the specification to recite 
the relationship of the pending application to the earlier filed international application. 
Attached are copies of said action and Applicants' response thereto (Tabs D and E, 
respectively). 

In a subsequent action dated April 23, 2004, the Examiner acknowledged a claim of 
benefit to the U.S. Provisional Application No. 60/146,644, filed July 30, 1999, but requested 
that certified copies of the German applications be submitted. In response to this action, 
Applicants submitted the certified copies of the Germany applications on October 21 , 2004. 
Attached are copies of the action dated April 23> 2004 and Applicants' response thereto (Tabs 
F and G, respectively). 

Subsequently, Applicants 9 attorney filed an after-final amendment on March 13, 2006, 
and therein restated the claim of benefit to the earlier filed applications and requested that the 
Examiner acknowledge the priority claim. Applicants' attorney also filed a request for a 
corrected filing receipt in order to correct the claim of benefit on March 15, 2006. In an 
Advisory Action dated April 1 1, 2006, the Examiner acknowledged receipt of the certified 
Germany applications. Attached are copies of the After-Final Amendment, Request for a 
Corrected Filing Receipt and the Advisory Action (Tabs H, I and J, respectively). 

On October 6, 2006, Applicants' attorney filed an RCE and another request to correct 
the priority data on the Filing Receipt. A Notice of Allowance was issued on January 24, 
2007 and attached thereto was an Examiner's amendment, which amended the specification to 
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claim the benefit of only the international application. On April 12, 2007, the issue fee was 
paid. Copies of the second request for a corrected Filing Receipt are attached as well as a 
copy of the Notice of Allowance (Tabs K and L, respectively). 



Based upon the facts as recited above, and evidenced by the attached documents, 
Applicants' attorney respectfully submits that the delay in attempting to correct the claim of 
benefit was unintended. Applicants' attorney has also paid the required fee under 37 GFR § 
1.17(f) for unintentional delay. Applicants' attorney has also submitted a Supplemental ADS, 
which correctly identifies U.S. Patent Application No. 10/016,280 as a continuing application 
of International Patent Application No. PCT/EP00/05547. 

The undersigned hereby requests that the Deputy Commissioner for Patent 
Examination Policy grant this petition. 

The Commissioner is hereby authorized to charge any fees due in connection with this 
Petition for the Correction of the Claim of Benefit Under 37 CFR § 1.78 to Deposit Account 



Patent Department 

Boehringer Ingelheim Corp. 

900 Ridgebury Road, P.O. Box 368 

Ridgefield, CT 06877 

Tel: (203) 798-4866 

Date: June 6, 2007 



No. 02-2955. 




Respectfully submined, 
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Title- 



Attorney Docket Number- 
Request for Early Publication?:: 
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Suggested Drawing Figure- 
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Secrecy Order in Parent Appl.?: 
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Utility 
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No 

No 
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APPLICANT INFORMATION 
Applicant Authority Type:: 
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Status:: 
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City of Residence- 
Country of Residence- 



Inventor 
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Full Capacity 
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Status:: 
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Country of Residence:: 
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City of mailing address:: 

Country of mailing address:: 

Postal or Zip Code of mailing address: 



Inventor 
Germany 
Full Capacity 
Elke 

LANGKOPF 

Warthausen 

Germany 

Schloss 3 

Warthausen 

Germany 

88447 



Applicant Authority Type:: 

Primary Citizenship Country:: 

Status:: 

Given Name:: 

Family Name:: 

City of Residence:: 

Country of Residence:: 

Street of mailing address:: 
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State or Province of mailing address:: 

Country of mailing address:: 

Postal or Zip Code of mailing address:: 



Inventor 

Germany 

Full Capacity 

Thomas 

METZ 

Glotterta 

Germany 
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Glotterta 
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Applicant Authority Type:: 
Primary Citizenship Country:: 
Status:: 



Inventor 
Switzerland 
Full Capacity 
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City of Residence:: 

Country of Residence:: 

Street of mailing address:: 

City of mailing address:: 

Country of mailing address:: 

Postal or Zip Code of mailing address:: 

Applicant Authority Type:: 
Primary Citizenship Country:: 
Status:: 
Given Name- 
Family Name- 
City of Residence:: 
Country of Residence- 
Street of mailing address:: 
City of mailing address- 
Country of mailing address- 
Postal or Zip Code of mailing address- 
Applicant Authority Type- 
Primary Citizenship Country- 
Status :: 
Given Name- 
Family Name- 
City of Residence- 
Country of Residence- 
Street of mailing address- 
City of mailing address- 
Country of mailing address- 
Postal or Zip Code of mailing address:: 



Flavio 
SOLCA 
Vienna 
Austria 

Gesslgasse 10/6 
Vienna 
Austria 
A-1230 

Inventor 

Germany 

Full Capacity 

Birgit 

JUNG 

Laupheim 

Germany 

Schlossaecker 9 

Laupheim 

Germany 

88471 

Inventor 

Germany 

Full Capacity 

Anke 

BAUM 

Vienna 

Austria 

Hoeglmuellergasse 4/8 

Vienna 
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CORRESPONDENCE INFORMATION 
Correspondence Customer Number:: 



28505 



REPRESENTATIVE INFORMATION 
Representative Customer Number:: 



28505 



DOMESTIC PRIORITY INFORMATION 



Application:: 


Continuity Type:: 


Parent Application:: 


Parent Filing Date:: 


This Application 


Continuation 


PCT/EP00/05547 


06/16/2000 


PCT/EP00/05547 


an application 
claiming the benefit 
under 35 USC 
119(e) 


60/146,644 


07/30/1999 


FOREIGN PRIORITY INFORMATION 


Country:: 


Application Number:: 


Filing Date:: 


Priority Claimed:: 


DE 


199 28 281.1 


06/21/1999 


Yes 


DE 


100 23 085.7 


05/11/2000 


Yes 



ASSIGNEE INFORMATION 

Assignee name:: 

Street of mailing address:: 

City of mailing address:: 

Country of mailing address:: 

Postal or Zip Code of mailing address: 



Boehringer Ingelheim Pharma GmbH Co. KG 

Binger Strasse 173 
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55216 
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Title Line One: 
Title Line Two: 
Title Line Three: 
Total Drawing Sheets: 
Formal Drawings?: 
Application Type: 
Docket No.: 



Bicyclic Heterocycles, pharmaceutical 
compositions containing these compounds, 
their use and processes for preparing them 
0 

N/A 

Utility 

5/1262 



Continuity Information: 



This application is a: 
Application One: 
Filing Date: 

This application is a: 
Application Two: 
Filing Date: 

Prior Foreign Applications: 

Foreign Application One: 
Filing Date: 
Country: 
Priority Claimed: 



Non-Provisional of Provisional 

60/146,644 

July 30, 1999 

371 of 

PCT/EP00/05547 
June 21, 1999 



199 28 281.1 
June 21, 1999 
DE 
Yes 



Foreign Application Two: 1 00 23 085.7 

Filing Date: May 1 1 , 2000 

Country: DE 

Priority Claimed: Yes 
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United States FkreNT and Trademark Office 
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Commissioner for Patents 
United States Patent and Trademark Office 

V&shincton, D.C. ZOE3I 

www.uspto.gcw 



j APPLICATION NUMBER | FILING DATE | GRP ART UNIT | FIL FEE REC'D |ATTY.D0CKET.N0| DRAWINGS | TOT CLAIMS | INO CLAIMS | 
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28505 

BOEHRINGER INGELHEIM CORPORATION 
900 RIDGEBURY ROAD 
P. O. BOX 368 
RIDGEFIELD, CT 06877 



CONFIRMATION NO. 7351 
FILING RECEIPT 

H11111D0111I1111111 



♦OC000000007851317* 



Date Mailed: 04/11/2002 



Receipt is acknowledged of this nonprovisional Patent Application. It will be considered in its order and you will be 
notified as to the results of the examination. Be sure to provide the U.S. APPLICATION NUMBER, FILING DATE, 
NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about this application. Fees transmitted by 
check or draft are subject to collection. Please verify the accuracy of the data presented on this receipt. If an 
error is noted on this Filing Receipt, please write to the Office of Initial Patent Examination's Customer 
Service Center. Please provide a copy of this Filing Receipt with the changes noted thereon. If you 
received a "Notice to File Missing Parts" for this application, please submit any corrections to this Filing 
Receipt with your reply to the Notice. When the USPTO processes the reply to the Notice, the USPTO will 
generate another Filing Receipt incorporating the requested corrections (if appropriate). 



Applicant(s) 

Frank Himmelsbach, Mittelbiberach, GERMANY; 

Elke Langkopf, Warthausen, GERMANY; 

Thomas Metz, Wien, AUSTRIA; 

Flavio Solca, Wien, AUSTRIA; 

Birgit Jung, Schwabenheim, GERMANY; 

Anke Baum, Wien, AUSTRIA; 

Domestic Priority data as claimed by applicant 

THIS APPLN CLAIMS BENEFIT OF 60/146,644 07/30/1999 




Foreign Applications 

GERMANY 199 28 281.1 06/21/1999 
GERMANY 100 23 085.7 05/11/2000 

If Required, Foreign Filing License Granted 04/10/2002 

Projected Publication Date: To Be Determined - pending completion of Missing Parts 
Non-Publication Request: No 



Early Publication Request: No 



Title 
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Bicyclic heterocycles, pharmaceutical compositions containing these compounds, their use and 
processes for preparing them 

Preliminary Class 

424 



LICENSE FOR FOREIGN FILING UNDER 
Title 35, United States Code, Section 184 
Title 37, Code of Federal Regulations, 5.11 & 5.15 

GRANTED 

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where 
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as 
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier 
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The 
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted 
under 37 CFR 5. 13 or 5.14. 

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof 
unless it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 
1.53(d). This license is not retroactive. 

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject 
matter as imposed by any Government contract or the provisions of existing laws relating to espionage and the 
national security or the export of technical data. Licensees should apprise themselves of current regulations 
especially with respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, 
Department of State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Office of 
Export Administration, Department of Commerce (15 CFR 370.10 (j)); the Office of Foreign Assets Control, 
Department of Treasury (31 CFR Parts 500+) and the Department of Energy. 

NOT GRANTED 

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 
5.12, if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months 
has lapsed from the filing date of this application and the licensee has not received any indication of a secrecy 
order under 35 U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b). 
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United States Bstent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 
n COMMISSIONER FOR PAT 



P.O. Box 1450 



APPL NO. 




FIL FEE REC'D 


ATTY.DOCKET NO 


DRAWINGS 


TOTCLMsj IND CLMS 


10/016,280 


12/10/2001 1624 


1438 


5/1262 
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28505 

MICHAEL P. MORRIS 

BOEHRINGER INGELHEIM CORPORATION 
900 RIDGEBURY ROAD 
P. O. BOX 368 

RIDGEFIELD, CT 06877-0368 



CONFIRMATION NO. 7351 
CORRECTED FILING RECEIPT 



*OC000000018304916* 



Date Mailed: 03/16/2006 



Receipt is acknowledged of this regular Patent Application. It will be considered in its order and you will be 
notified as to the results of the examination. Be sure to provide the U.S. APPLICATION NUMBER, FILING DATE, 
NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about this application. Fees transmitted by 
check or draft are subject to collection. Please verify the accuracy of the data presented on this receipt. If an 
error is noted on this Filing Receipt, please mail to the Commissioner for Patents P.O. Box 1450 
Alexandria Va 22313-1450. Please provide a copy of this Filing Receipt with the changes noted thereon. If 
you received a "Notice to File Missing Parts" for this application, please submit any corrections to this 
Filing Receipt with your reply to the Notice. When the USPTO processes the reply to the Notice, the 
USPTO will generate another Filing Receipt incorporating the requested corrections (if appropriate). 

Applicants) 

Frank Himmelsbach, Mittelbiberach, GERMANY; ~ I 

Elke Langkopf, Warthausen, GERMANY; . J 

Thomas Metz, Wien, AUSTRIA; y 
Flavio Solca, Wien, AUSTRIA; MAR 2 0 2006 1 

Birgit Jung, Schwabenheim, GERMANY; 

Anke Baum, Alland, AUSTRIA; * ; 



Power of Attorney: 

Robert Raymond-25089 Anthony Bottino-41629 

Mary-Ellen Devlin-27928 Susan Pocchiari-45016 

Alan Stempel-28991 
Timothy Witkowski-40232 
Philip Datlow-41482 

Domestic Priority data as claimed by applicant 

This application is a CON of PCT/EPO0/O5547 06/16/2000 

Foreign Applications 

GERMANY 199 28 281.1 06/21/1999 
GERMANY 100 23 085.7 05/11/2000 



If Required, Foreign Filing License Granted: 04/10/2002 
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The country code and number of your priority application, to be used for filing abroad under the Parts 
Convention, is US10/01 6,280 

Projected Publication Date: Not Applicable 

Non-Publication Request: No 

Early Publication Request: No 



Title 

Bicyclic heterocycles, pharmaceutical compositions containing these compounds, their use and 
processes for preparing them 

Preliminary Class 

544 

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES 

Since the rights granted by a U.S. patent extend only throughout the territory of the United States and have no 
effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent in 
a specific country or in regional patent offices. Applicants may wish to consider the filing of an international 
application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same 
effect as a regular national patent application in each PCT-member country. The PCT process simplifies the 
filing of patent applications on the same invention in member countries, but does not result in a grant of "an 
international patent" and does not eliminate the need of applicants to file additional documents and fees in 
countries where patent protection is desired. 

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an 
application for patent in that country in accordance with its particular laws. Since the laws of many countries differ 
in various respects from the patent law of the United States, applicants are advised to seek guidance from 
specific foreign countries to ensure that patent rights are not lost prematurely. 

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO 
must issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent 
application serves as a request for a foreign filing license. The applications filing receipt contains further 
information and guidance as to the status of applicant's license for foreign filing. 

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the 
section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign 
patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it 
can be viewed on the USPTO website at http://www.uspto.goy/web/offices/pac/doc/general/index.html. 

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may 
wish to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce 
initiative, this website includes self-help "toolkits" giving innovators guidance on how to protect intellectual 
property in specific countries such as China, Korea and Mexico. For questions regarding patent enforcement 
issues, applicants may call the U.S. Government hotline at 1-866-999-HALT (1-866-999-4158). 
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Title 37, Code of Federal Regulations, 5.11 & 5.15 
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GRANTED 

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where 
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as 
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier 
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The 
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted 
under 37 CFR 5. 1 3 or 5. 1 4. 



This license is to be retained by the licensee and may be used at any time on or after the effective date thereof 
unless it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 
1.53(d). This license is not retroactive. 



The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject 
matter as imposed by any Government contract or the provisions of existing laws relating to espionage and the 
national security or the export of technical data. Licensees should apprise themselves of current regulations 
especially with respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, 
Department of State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of 
Industry and Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign Assets Control 
Department of Treasury (31 CFR Parts 500+) and the Department of Energy. 



NOT GRANTED 



No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 
5.12, if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months 
has lapsed from the filing date of this application and the licensee has not received any indication of a secrecy 
order under 35 U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b). 
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United States Patent and Trademark Office 

Addrew: COMMISSIONER FOR PATENTS 
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APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO. | 



10/016,280 



12/10/2001 



Frank Himmelsbach 
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EXAMINER 



ART UNIT 



PATEL, SUDHAKER B 

i 



PAPER NUMBER 
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Office Action Summary 



Application No. 


Applicant(s) 




10/016,280 


HIMMELSBACH ET AL 


Examiner 


Art Unit 




Sudhaker B. Patel, D.ScTech. 


1624 





~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address ~ 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )[3 Responsive to communication(s) filed on 04 June 2003 . 
2a)D This action is FINAL. 2b)[§] This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) I3 Claim(s) 1-11 is/are pending in the application. 

4a) Of the above ciaim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) I3 Claim(s) 1^7 is/are rejected. 

7) S Claim (s) 8-77 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) Q The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) 13 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)l2AII b)D Some*c)D None of: 

1 Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 



3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 



1) Notice of References Cited (PTO-892) 

2) □ Notice of Drattsperson's Patent Drawing Review (PTO-948) 

3) ^ Information Disclosure Statement(s) (PTO-1449) Paper No(s) g . 



4) □ Interview Summary (PTO-413) Paper No(s). 

5) □ Notice of Informal Patent Application (PTO-152) 

6) D Other: 



U.S. Patent and Trademark Office 
PTO-326 (Rev. 04-01) 



Office Action Summary 



Part of Paper No. 7 
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DETAILED ACTION 

Applicants' communication paper # 7 dated 6/4/03 is acknowledged. 

Election/Restrictions 
1. Because applicants did not distinctly and specifically point out the supposed 
errors in the restriction/election requirement, the election has been treated as an 
election without traverse (MPEP 818.03(a)). 

Applicants have elected species of generic Formula (I) of claim 1 , namely, 
compound of Example 3 recited in page 44 lines 20-22 (= 4-[(3-Chloro-4-fluorophenyl) 
amino]-6-{[4-(N,N-diethylamino)-oxo-2-buten-1-yl]amino}-7- 
ccyclopropylmethoxyquinazoline), claims (in part) 1-11, drawn to compounds, 
compositions, method of use, and the first recited process of making the same for the 
generic Formula (I). 

Applicants are reminded of the election of species guidelines provided in MPEP 
803.02, which are followed for the examination. 

The elected species of compound of Example 3 as stated earlier has following 
meanings for variables in the generic Formula (I) of claim 1 : 



X =N; 

A = imino(= -NH-); 

B = -CO-; 

C = 1 ,2-vinylene( = -CH=CH-); 

D = methylene (= - CH2-); 

E = diethylamino; 

Ra =H; 

Rb =phenyl substituted by R1 = H, R2 = F, in 4 position of 

phenyl, and R3 = CI in 3-position of phenyl; 

Rc =-0-(alkyl)-cycloalkyl (= cycloalkyl-alkoxy-). 
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Initial search with above definitions of the variables for the species did reveal 
prior art(s). Therefore, the. search was limited to meanings of variables as stated above. 
All other definitions of variables than stated above are excluded from further 
consideration. 37 CFR 1.142(b). 

This application has been found to contain more than one invention. Therefore, 
the requirement is still deemed proper and is therefore maintained. 
First action on merits follows. 
2, Priority 

1 . Receipt is acknowledged of papers submitted under 35 U.S.C. 1 1 9(a)-(d), which 
papers have been placed of record in the file. 

2. Acknowledgment is made of applicant's claim for priority under 35 U.S.C. 1 1 9(a)- 
(d) based upon an application filed in Germany on 6/21/1999. A claim for priority under 
35 U.S.C. 119(a)-(d) cannot be based on said application, since the United States 
application was filed more than twelve months thereafter. 

3. It is noted that this application appears to claim subject matter disclosed in prior 
Application No. 60146644, filed 7/30/1999. A reference to the prior application must be 
inserted as the first sentence of the specification of this application or in an application 
data sheet (37 CFR 1 .76), if applicant intends to rely on the filing date of the prior 
application under 35 U.S.C. 1 19(e) or 120. See 37 CFR 1.78(a). For benefit claims 
under 35 U.S.C. 120, the reference must include the relationship (i.e., continuation, 
divisional, or continuation-in-part) of all nonprovisional applications. Also, the current 
status of all nonprovisional parent applications referenced should be included. 

If the application is a utility or plant application filed under 35 U.S.C. 1 1 1 (a) on or 
after November 29, 2000, the specific reference to the prior application must be 
submitted during the pendency of the application and within the later of four months 
from the actual filing date of the application or sixteen months from the filing date of the 
prior application. If the application is a utility or plant application which entered the 
national stage from an international application filed on or after November 29, 2000, 
after compliance with 35 U.S.C. 371, the specific reference must be submitted during 
the pendency of the application and within the later of four months from the date on 
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which the national stage commenced under 35 U.S.C. 371(b) or (f) or sixteen months 
from the filing date of the prior application. See 37 CFR 1 .78(a)(2)(H) and (a)(5)(ii). This 
time period is not extendable and a failure to submit the reference required by 35 U.S.C. 
1 19(e) and/or 120, where applicable, within this time period is considered a waiver of 
any benefit of such prior application(s) under 35 U.S.C. 1 19(e), 120, 121 and 365(c). A 
priority claim filed after the required time period may be accepted if it is accompanied by 
a grantable petition to accept an unintentionally delayed claim for priority under 35 
U.S.C. 1 19(e), 120, 121 and 365(c). The petition must be accompanied by (1) the 
reference required by 35 U.S.C. 120 or 1 19(e) and 37 CFR 1 .78(a)(2) or (a)(5) to the 
prior application (unless previously submitted), (2) a surcharge under 37 CFR 1.1 7(t), 
and (3) a statement that the entire delay between the date the claim was due under 37 
CFR 1 .78(a)(2) or (a)(5) and the date the claim was filed was unintentional. The 
Director may require additional information where there is a question whether the delay 
was unintentional. The petition should be addressed to: Mail Stop Petition, 
Commissioner for Patents, P.O. Box 1450, Alexandria, Virginia 22313-1450. 

Specification 

3. The disclosure is objected to because of the following informalities: The 
continuity information recited as :" This application is a 371 of PCT/EP00/05547 filed 
6/21/1999" is not proper. The Office record for this application does not indicate the 
relationship between the above stated applications, namely, the U.S. Provisional 
Application Sr. No. 60/14664 filed 7/30/199; The PCT/EPOO/05547 filed 6/21/1999; DE 
19928281 .1 filed 6/21/1999, and DE10023 085.7 filed 5/1 1/2000. 

Appropriate correction is required. 

Claims objections 

4. Claims 8-1 1 are objected to under 37 CFR 1 .75(c) as being in improper form 
because a multiple dependent claim 7. See MPEP § 608.01 (n). Accordingly, the claims 
have not been further treated on the merits. 

Claim Rejections - 35 USC §112 

5. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 1-7 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

(A) . Claims 1-5 recite:" Bicyclic heterocycles of general Formula: Correction to A 
quinqzoline compound of Formula". Is required. 

(B) . Claims 1-5 recite (where applicable) at the end of the claims: " the tautomets, 
stereoisomers and salts there of. Such recitation includes other compounds/mixtures 
those are not claimed. Correction to: " or the tautomers, or stereoisomers or 
pharmaceutical^ acceptable salts thereof is required. 

( C ). Claim 6 recites specific compounds and is ending as : " as well as the salts 
thereof. It is not very clear as to what applicants want to claim. The recitation includes 
mixture of compound also. Correction to : " or pharmaceutical^ acceptable salts 
thereof is required. 

(D). Claim 7 recites: " Physiologically acceptable salts of the compounds... to at least 

one of claims Correction to Pharmaceutical^ acceptable salts of the compounds 

of claims 1 to 6..." is required. 

Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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Claims 1-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Barker A. J. ( EP 566226, also cited as Chemical Abstract DN 120:217715) as applied 
to claims above, and further in view of Bridges et al ( WO 9738983). 

Applicants are claiming substituted quinazolines, pharmaceutical compositions, 
and their use as inhibitors of Tyrosine kinase for treating diseases consisting of tumoral 
diseases, diseases of lungs and respiratory tract and others. 

Ref. '226 is teaching making of quinazoline tyrosine kinase-inhibiting anticancer agents. 
The ref. '226 chemical core is: 

4,6-Quinazolinediamine, 7-methoxy-N-4-(3methylphenyl). See compound having 
CAS RN # 153437-18-4. 

The ref. '226 differs from the instant claims by having CH3-0- instead of-O- 
CH2-Cycloclkyl, and -NH2 instead of-NH-CO-CH=CH-CH2-N(alkyl)2. 

The other ref. '983 teaches making of irreversible inhibitors of tyrosine kinase. 
See compound of Example 55 on page 123, and the compounds of claim 1 . on pages 
152-154. 

The ref. '983 teaches modification(s) of the 6-NH2 group to -NH-CO-CH=CH— 
CH2-N(alkyl)2 or NH-CO-CH=CH — CH2-NH2 or NH-CO-CH=CH— CH2-NH(alkyl) as 
claimed herein. 

However, it would have been obvious to one having ordinary skill in the art at the 
time of the invention to select any of the species of thegenus taught by the reference 
'Barker i.e. substituted quinazoline with free 6-NH2 and condense with maleic anhydride 
to get -NHCO-CH=CH-COOH, and mody fy the end group as taught by rwef. ' 983 
because an ordinary artisan would have the reasonable expectation that any of the 
species of the genus would have similar properties, and thus, the same use as the 
genus as a whole. 
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The 4-phenyl-substituted quinazoline derivatives were known prior to 6/ 
21/1999. 

Also modification of 6-NH2 group on to quinazolines were known, and 
compounds so obtained are having pharmacological activity as inhibitors of Tyrosan 
Kinase.. This pharmaceutical activity has been retained by compounds of both of the 
references. 

It has been held that a prior art disclosed genus of useful compounds is 
sufficient to render prima facie obvious a species falling within the genus. In re Susi, 
440 F.2d 442, 445, 169 USPQ 423, 425 (CCPA 1971), followed by the Federal Circuit in 
Mark & Co. V.s. Biocraft Laboratories, 874 F.2d 804, 10 USPQ 2d 1943, 1846 (Fed. Cir. 
1989). 



Applicants are claiming their compounds as novel. However, they are differing by 
having cycloalkyl instead of alkyl substitution on to 7-OH group of quinazoline arid such 
compounds involve close structural similarity with the prior art(s) as cited above. The 6- 
membered N-contain ring will provide isomers with 2 N atoms participating with a 
double bond either between themselves or with adjacent carbon atom(s). Applicants 
have not shown that their novel useful compounds, which are structurally similar to 
prior art(s), possessed some unobvious or unexpected beneficial property not 
possessed by the prior art compound(s). In re Norris (CCPA 1950) 179 F2 970, 84 
USPQ 458. 
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Conclusion 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sudhaker B. Patel, D.Sc.Tech. whose telephone 
number is 703 308 4709. 

The examiner can normally be reached on 6:30 to 5:00 pm (Monday-Thursday). If 
attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Mukund J. Shah can be reached on 703 308 4716 or Sr. Examiner Mr 
Richard Raymond at (703) 308 4523. 

The fax phone numbers for the organization where this application or proceeding 
is assigned are 703 308 4556 for regular communications and 703 308 4556 for After 
Final communications. 



Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703 308 
1235. 




MUKUND SHAH 
SUPERVISORY PATENT 
EXAMINER 
ART UNIT 1624 




July 1, 2003. 
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REPLY WITH AMENDMENT UNDER 37 U.S.C. S 1.111 



Sir: 



In response to the Office Action mailed on July 8, 2003, please consider the remarks and 
enter the amendments below. Submitted herewith is: (a) a Petition for Extension of Time for 
three months up to and including January 8 9 2004, together with the necessary fee; (b) a copy 
of the Declaration for Utility or Design Application, in three counterparts; and (c) a new 
Application Data Sheet. 

Amendments to the specification begin on page 2 of this paper. 

Amendments to the claims are reflected in the listing of claims which begins on page 3 of 



this paper. 



Remarks begin on page 22 of this paper. 
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U.S. Appln. 10/016,280 
Amendments to the Specification: 

Please add the following new paragraph after the title on page 1 : 

This application is a continuation of International Application PCT/EP00/05547 (WO 
00/78735) filed on June 16, 2000 which claims benefit to prior U.S. Provisional Application 
60/146,644, filed July 30, 1999 and prior German Application Nos. DE 199 28 281 and DE 
100 23 085, filed June 21, 1999 and May 1 1, 2000, respectively. Benefit of the earlier filing 
date of the prior International Application is hereby claimed pursuant to 35 U.S.C. § 365(c). 
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Amendments to the Claims; 

This listing of claims will replace all prior versions and listing of claims in the application: 
Listing of Claims: 

1. (currently amended) Bicyclic heterocvcles A quinazoline compound of g e neral formula 



wherein 

Ra denotes a hydrogen atom or a Cj^-alkyl group, 

Rb denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is substituted 
in each case by the groups Ri to R 3 , whilst 

Ri and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine, bromine or iodine atom, 

a Ci-4-alkyl, hydroxy, Cj^-alkoxy, C 3 _6-cycloalkyI, C 4 _6-cycloalkoxy, C 2 -5-alkenyl or 
C2-5-alkynyl group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a C3-5-alkenyIoxy or C 3 -s-aIkynyloxy group, whilst the unsaturated moiety may not be 
linked to the oxygen atom, 

a Ci-4-alkylsulfenyl, Ci-4-alkylsuIfmyl, C M -alkylsulfonyl, Ci-4-alkylsulfonyloxy, 
trifluoromethylsulfenyl, trifluoromethylsulfinyl or trifluoromethylsulfonyl group, 

a methyl or methoxy group substituted by 1 to 3 fluorine atoms, 




N 
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an ethyl or ethoxy group substituted by 1 to 5 fluorine atoms, 

a cyano or nitro group or an amino group optionally substituted by one or two 
Ci-4-alkyl groups, wherein the substituents may be identical or different, or 

Ri together with R2, if they are bound to adjacent carbon atoms, denote a - 
CH=CH-CH=CH , CH-CHNHor CH~N NH group and 

R 3 denotes a hydrogen, fluorine, chlorine or bromine atom, 

a CM-alkyl, trifluoromethyl or Ci-4-alkoxy group, 
X denotes a methine group substituted by a cyano group or a nitrogen atom, 
A denotes an imino group optionally substituted by a Ci^-alkyl group, 
B denotes a carbonyl or sulfonyl group, 

C denotes a 1,3-allenylene, 1,1- or 1,2-vinylene group which may be substituted in each case 
by one or two methyl groups or by a trifluoromethyl group, 

an ethynylene group or 

a l,3-butadien-l,4-ylene group optionally substituted by 1 to 4 methyl groups or by a 
trifluoromethyl group, 

D denotes an alkylene , CO alkylono or SO^ allcylono group wherein the alkylene moiety m 
each case contains 1 to 8 carbon atoms and additionally 1 to 4 hydrogen atoms in the alkylene 
moiety may be replaced by fluorine atoms, whilst th e linking of the — CO alkylen e or 
SQ2 alkyl e ne group to th e adjacent group C in each case must take place via the carbonyl or 
sulfonyl group, 
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a — CO O alkyl e n e , — CO NR4 alkylono or — SO^ NR4 alkylene group wherein th e alkylene 
moiety in each cas e contains 1 to 8 carbon atoms, whilst th e linking to th e adjacent group C 
in each case must tak e plac e via th e carbonyl or sulfonyl group, wh e rein 

R4 d e notes a hydrogen atom or a C+-4 alkyl group, 

or, if D is bound to a carbon atom of th e group E, it may also denote a bond 

or, if D is bound to a nitrog e n atom of the group E, it may also denote a carbonyl or sulfonyl 
group, 

E denotes an amino, C^-alkylamino or di-(Ci_4-alkyl)-amino group wherein the alkyl 
moieties may be identical or different, 

a C 2 -4-alkylamino group wherein the alkyl moiety is substituted in P-, y-, or 5-position with 
regard to the nitrogen atom of the amino group by the group R5, whilst 

R5 denotes a hydroxy, Ci^-alkoxy, amino, Ci^-alkylamino or di-(Ci^-alkyl)-amino 
group, 

a A to 7 m e mb e r e d alkylen e imino group optionally substitut e d by on e or two methyl 
groups or 

a 6 to 7 memb e red alkyleneimino group optionally substituted by one or two methyl 
groups wherein in each cas e a methylene group in position 4 is replaced by an oxygen 
or sulfur atom, by a sulfinyl, sulfonyl, imino or N (G^ alkyl) imino group, 

an N-(CM-alkyl)-N-(C2-4-alkyI)-amino group wherein the C2-4-aIkyl moiety is substituted in 
y-, or 5-position with regard to the nitrogen atom of the amino group by the group R5, 
whilst R 5 is as hereinbefore defined, 
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a di-(C 2 ^-alkyl)-amino group wherein the two C 2 -4-alkyl moieties are substituted in each case 
in p-, y-, or 5-position with regard to the nitrogen atom of the amino group by the group Rs, 
whilst the substituents may be identical or different and R 5 is as hereinbefore defined, 

a C3-7-cycloaIkylamino or C3-7-cycloalkyl-Ci-3-alkylamino group wherein in each case the 
nitrogen atom may be substituted by a further Ci-4-alkyI group, 

an amino or C4-4 alkylamino group wherein in each case th e nitrogen atom is substituted by a 
tetrahydrofuran 3 yl, totrahydropyran 3 yl, tetrahydropyran \ yl, tetrahydrofuranylmethyl, 

1 (tetrahydrofuran 3 yl) piperidin 4 yl, 1 (tetrahydropyran 3 yl) piperidin 1 yl, 

1 (tetrahydropyran 1 yl) piperidin A yl, 3 pyrrolidinyl, 3 piperidinyl, 1 piperidinyl, 

3 hexahydro az e pinyl or 4 hexahydro az e pinyl group optionally substituted by 1 to 3 
€4^ alkyl groups, 

a 1 to 7 membered alkylen e imino group optionally substituted by 1 to 1 C4-3 alkyl groups, 
which may be substituted by th e group either at a cyclic carbon atom or at one of the alkyl 
groups, whilst R$ is as her e inbefore defin e d, 

a — piperidino — group — substituted — by — a — tetrahydrofuranyl, — tetrahydropyranyl — of 
tetrahydrofuranylmethyl group, 

a 6 to 7 m e mb e r e d alkylen e imino group optionally substituted by 1 or 2 alkyl groups 
wh e rein a m e thylene group in each case is replaced in the 1 position by an oxygon or sulfur 
atom, by an imino group substituted by th e group R$, or by a sulfinyl or sulfonyl group, 

ii/Vi i 



R$ d e notes a hydrogen atom, a alkyl, 2 methoxy ethyl, 3 methoxy propyl, 
cycloalkyl, cycloalkyl alkyl, tetrahydrofuran 3 yl, tetrahydrop>Tan 3 yl, 

tetrahydropyran 4 yl, tetrahydrofuranylmethyl, formyl, G4-4 alkylcarbonyl, 

G^4 allcylsulfonyl, — aminocarbonyl, — alkylaminocarbonyl — er — di (C4 -4 alkyl) 
aminocarbonyl group, 



an imidazolyl group optionally substituted by 1 to 3 methyl groups, 
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a-G ^ cyoloallcyl group wherein a methylen e group is replaced by an oxygen or sulfur atom, 
by an imino group substituted by th e group R$, by a sulfinyl or sulfonyl group, whilst R^ -is-as 
her e inbefor e defined, 

or D together with E denotes a hydrogen, fluorine or ohlorin e atom, 
a-Gj.^ allcyl group optionally substituted by 1 to 5 fluorine atoms, 
a-€^ cycloalkyl group, 

an aryl, hetoroaryl, C4 - 4 allcyl oarbonyl or arylcarbonyl group, 

a oarboxy, alkoxyoarbonyl, aminocarbonyl, C^4 allcylaminooarbonyl or di (C ^-alkyl}- 
aminooarbonyl group or 

a oarbonyl whioh is substituted by a 1 to 7 member e d alkyleneimino group, whilst in the 
abovemention e d 6 to 7 memb e r e d allcyl eneimino groups in each case a methylene group 
may be replaoed in the 1 position by an oxygen or sulfur atom, by an imino group substituted 
by the group R$, by a sulfinyl or sulfonyl group, whilst R$ is as hereinb e fore defined, and 

Rc denotes a C4-7-cycIoalkoxy or C 3 _ 7 -cycloalkyl-Ci-6-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Ci-3-alkyl, hydroxy, Ci^-alkoxy, amino, 
Ci-4-alkylamino, di-(d^-aIkyl)-amino, pyrrolidino, piperidino, — morpholino, — piperazino, 
N (Cj - 3 allcyl) piperazino, — hy droxy-C 1 _ 2 -alky 1, C ] .4-alkoxy-C 1 _ 2 -alky 1 , am ino- C 1 .2-aIky 1, 

C 1 .4-alky 1 amino-C 1 - 2 -alky 1, or di-(C 1 -4-alky l)-am ino-C 1 , 2 -alky U pyrrolidino C± - z allcyl, 

piperidino allcyl, morpholino allcyl, pip e razino C4 -2 allcyl bf 

N (C4 -3 allcyl) piperazino C^a allcyl group, whilst the abovementioned monosubstituted 
cycloalkyl moieties may additionally be substituted by a Cio-alkyl group, 

a tetrahydrofuran 3 yloxy, t e trahydropyran 3 yloxy, tetrahydropyran 1 yloxy of 

tetrahydrofuranylmethoxy group, 
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aR-G ^ - alkoxy group substitut e d in p , y , or 5 position with regard to the oxygen atom by an 
azetidin 1 yl, 1 methyl homopiporazino or 1 othyl homopiperazino group, 

a 3 pyrrolidinyloxy, 2 pyrrolidinyl C4-4 allcyloxy, 3 pyrrolidinyl C4 - 4 allcyloxy, 

3 piperidinyloxy, 1 piperidinyloxy, 2 pip e ridinyl C4 -4 allcyloxy, 3 piperidinyl allcyloxy, 

1 piporidinyl allcyloxy, 3 h e xahydro azopinyloxy, <\ hexahydro azepinyloxy, 

2 hexahydro az e pinyl C4-4 allcyloxy, 3 H e xahydro azepinyl allcyloxy or 1 hexahydro - 
azepinyl C4-4 allcyloxy group wherein in eaoh oas e the cyclio nitrogen atom is substituted by 
the group where is as hereinbefore defined, whilst 

by the aryl moieties mentioned in the definition of the abovementioned groups is meant a 
phenyl group which in each case may be monosubstituted by R 7 , mono-, di- or trisubstituted 
by R 8 or monosubstituted by R 7 and additionally mono- or disubstituted by R*, wherein the 
substituents may be identical or different and 

R7 denotes a cyano, carboxy, Ci^-alkoxycarbonyl, aminocarbonyl, 
Ci-4-alkylaminocarbonyl, di-(Ci^-alkyl)-aminocarbonyl, CWalkylsulfenyl, 

Ci^-alkylsulfinyl, Ci^-alkylsulfonyl, hydroxy, C M -alkylsulfonyloxy, trifluoromethyloxy, 
nitro, amino, Ci^-alkylamino, di-(Ci^-alkyl)-amino, Ci^-alkylcarbonylamino, N- 
(CM-alkyl)-CM-alkylcarbonylamino, Ci^-alkylsulfonylamino, N-(Ci^-alkyl)- 

Ci^-alkylsulfonylamino, aminosulfonyl, CM-alkylaminosulfonyl or di-(Ci-4-alkyI)- 
aminosulfonyl grou p or a carbonyl group which is substituted by a 5 to 7 momberod 
allcyleneimino group, whilst in th e abovem e ntioned 6 — to 7 m e mb e rod allcyleneimino 
groups in eaoh cas e a methylene group in the 1 position may b e replaced by an oxygen or 
sulfur atom, by a sulfinyl, sulfonyl, imino or N (C4 -4 allcyl) imino group , and 

Rg denotes a fluorine, chlorine, bromine or iodine atom, a Ci-4-alkyI, trifluoromethyl or 
CM-alkoxy group or 

two groups Rg, if they are bound to adjacent carbon atoms, together denote a C3_ 5 -alkylene ? 
m e thylenedioxy or l,3-butadien-l,4-ylene group, 
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and the heteroaryl groups m e ntion e d in the definition of th e abovemention e d groups include a 
5 momb e r e d heteroaromatio group which contains an imino group, an oxygon or sulfur atom 
or an imino group, an oxygen or sulfur atom and one or two nitrogen atoms, or 

a 6 membered hotoroaromatic group which contains one, two or three nitrogen atoms, 

whil s t th e abovementioned 5 mombered heteroaromatio groups may b e substituted in each 
cas e by 1 or 2 methyl or e thyl groups and the abov e mention e d 6 m e mber e d h e teroaromatic 
groups may b e substituted in each case by 1 or 2 methyl or ethyl groups or by a fluorine, 
chlorine, bromine or iodine atom or by a trifluorom e thyl, hydroxy, methoxy or ethoxy group , 

orthe tautomers, or_stereoisomers and -or pharmaceuticallv acceptable salts thereof. 

2. (currently amended) Bicyclio het e rocycles A quinazoline of general formula I according to 
claim 1, wherein 

Ra denotes a hydrogen atom, 

Rb denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is substituted 
in each case by the groups Ri to R 3 , whilst 

Ri and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine, bromine or iodine atom, 

a CWalkyl, hydroxy, Ci-4-aIkoxy, C 3 -6-cycloalkyl, C 4 -6-cycloalkoxy, C 2 -5-alkenyI or 
C2-5-alkynyl group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a methyl or methoxy group substituted by 1 to 3 fluorine atoms, 

a cyano or nitro group and 

R3 denotes a hydrogen, fluorine, chlorine or bromine atom, 
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a Ci-4-alkyl, trifluoromethyl or Ci-4-alkoxy group, 



X denotes a methine group substituted by a cyano group or a nitrogen atom, 



A denotes an imino group, 



B denotes a carbonyl 




oup, 



C denotes a 1,3-allenylene, 1,1- or 1,2-vinylene group, 
an ethynylene or l,3-butadien-l,4-ylene group, 

D denotes an alkylene , CO alkyl e n e or SO5 allcylene group wherein the alkylene moiety in 
each case contains 1 to 4 carbon atoms and additionally 1 to 4 hydrogen atoms in the alkylene 
moiety may be replaced by fluorine atoms, whilst the linking of the — CO alkylono or 
SO3 alkyl e n e group to th e adjacent group C in each case must take place via the carbonyl or 
sulfonyl group, 

a — CO O alkylen e , — CO NR4 alkylene or — SO3 NR4 alkylene group wherein the alkylene 
moiety in each cas e contains 1 to 1 carbon atoms, whilst th e linking to th e adjac e nt group C 
in each cas e must take place via the carbonyl or sulfonyl group, wherein 

R 4 denotes a hydrogen atom or a C4-4 alkyl group, 



or, if D is bound to a carbon atom of th e group E, it may also denote a bond, 

or, if D is bound to a nitrogen atom of the group E, it may also denote a carbonyl or sulfonyl 
group, 

E denotes a di-(Ci-4-alkyl)-amino group wherein the alkyl moieties may be identical or 
different, 
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an N-(Ci-4-alkyl)-N-(C 2 ^-alkyl)-amino group wherein the C 2 -4-alkyI moiety is substituted in 
p-, y-, or S-position with regard to the nitrogen atom of the amino group by the group R 5 , 
where 

R 5 denotes a hydroxy, C^-alkoxy or di-(Ci-4-alkyl)-amino group, 

a 1 to 7 memb e r e d alkylen e imino group optionally substituted by one or two methyl 
groups or 

a 6 to 7 membered alkyleneimino group optionally substituted by one or two methyl 
groups wherein in each case a methylene group in position <\ is replaced by an oxygen 
or sulfur atom, or by a sulfinyl, sulfonyl or N (C4 - 4 allcyl) imino group, 

a di-(C2-4-alkyl)-amino group wherein the two C2-4-alkyl moieties in each case are substituted 
in (3-, y-, or 5-position with regard to the nitrogen atom of the amino group by the group R5, 
wherein the substituents may be identical or different and R 5 is as hereinbefore defined, 

a C3-7-cycloalkylamino or C 3 -7-cycloalkyl-C]-3-alkylamino group wherein in each case the 
nitrogen atom is substituted by a further Ci^-aikyl group, 

a-€^ alkylamino group wherein th e nitrogen atom is substitut e d by a tetrahydrofuran 3 yl, 
tetrahydropyran 3 yl, — tetrahydropyran <] yl, — tetrahydrofuranylmothyl, — 1 (tetrahydrofuran - 

3 yl) piperidin 1 yl, 1 (t e trahydropyran 3 yl) piperidin 4 yl, 1 (tetrahydropyran 1 yl) 

piperidin 4 yl, — N-(€^ allcyl) 3 pyrrolidinyl, — N-(G4- a allcyl) 3 pipcridinyl, — N-(C ^ allcy l) 

4 piperidinyl, N (C^ allcyl) 3 hexahydro azopinyl or N (C^ allcy r l) 4 hoxahydro azopinyl 
group, 

aa-A — to 7 membered alkyleneimino group optionally substituted by 1 to 4 methyl groups, 
which may b e substitut e d e ither at a cyclic carbon atom or at on e of the methyl groups by the 
group R$, wh e re R^ is as her e inbefore defin e d, 

a — piperidino — group — substitut e d — by — a — tetrahydrofuranyl, — tetrahydrop>Tanyl — er 
tetrahydrofuranylmethyl group, 



- 11 - 



U.S. Appln. 10/016,280 



a 6 to 7 m e mb e r e d alkyleneimino group optionally substituted by 1 or 2 mothyl groups 
wherein in each case a methylene group is replaced in the 1 position by an oxygen or sulfur 
atom, by an imino group substituted by th e group R&, by a sulfinyl or sulfonyl group, whilst 

R$ — denot e s — a — G ^- alkyl, — 2 methoxy ethyl, — 3 methoxy propyl, — G ^ - cycloalkyl, 
cycloalkyl C4 -4 alkyl, tetrahydrofuran 3 yl, tetrahydropyran 3 yl, tetrahydropyran 

4-J4; tetrahydrofiiranylmothyl, formyl, G±+ alkylcarbonyl, C4- 4 allcylsulfonyl, 

aminocarbonyl, C4-4 alkylaminocarbonyl or di (C4-4 alkyl) aminocarbonyl group, 

a-G^L cycloalkyl group wh e rein a m e thylene group is r e placed by an oxygen or sulfur atom, 
by an imino group substituted by th e group R4, or by a sulfinyl or sulfonyl group, where R $4s 
as hereinb e fore d e fined, 

or D together with E denotes a hydrogen, fluorine or chlorin e atom, 
arG4-4 allcyl group optionally substituted by 1 to 5 fluorine atoms, 
BrG ^ cycloalkyl group, 

an aryl, C4 - 4 alkylcarbonyl or arylcarbonyl group, 

a carboxy, C4-4 alkoxycarbonyl, aminocarbonyl, C4 -4 alkylaminocarbonyl or di (C4 - 4 alkyl) 
aminocarbonyl group or 

a carbonyl group which is substituted by a 1 to 7 m e mbered alkyl e n e imino group, whilst in 
the abovementioned 6 to 7 membered alkyleneimino groups in each case a m e thylene group 
in the 1 position may b e replaced by an oxygen or sulfur atom, by an imino group substituted 
by th e group R$, or by a sulfinyl or sulfonyl group, where R4 is as hereinbefore defined, and 

Rc denotes a C4-7-cycloalkoxy or C3-7-cycloalkyl-Ci-6-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Ci_ 3 -alkyl, hydroxy, Cj^-alkoxy, di-(Ci^-alkyl)- 
amino, pyrrolidino, piporidino, morpholino, N (C^ alkyl) piporazino, h ydroxy-Ci.2-alkyl, 
C M-alkoxy-C 1 .2-alkyl, or di-(C 1 -4-alky I)-am ino-C 1 , 2 -alkyl , pyrrolidino alkyl, piperidino 
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G4- 2 alkyl, morpholino alkyl or N (C^ alkyl) piporazino C^ -alkyt group, whilst the 
abovementioned monosubstituted cycloalkyl moieties may additionally be substituted by a 
Cio-alkyl group, 

a tetrahydrofuran 3 yloxy, tetrahydropyran 3 yloxy, tetrahydropyran A yloxy of 

t e trahydrofuranylmethoxy group, 

aH-€^ 4 - alkoxy group substituted in p , y , or 5 position with regard to th e oxygen atom by an 
azotidin 1 yl, 1 methyl homopiperazino or \ ethyl homopiperazino group, 

a 3 pyrrolidinyloxy, 2 pyrrolidinyl allcyloxy, 3 pyrrolidinyl allcyloxy, 

3 piperidinyloxy, 1 piperidinyloxy, 2 piperidinyl C 4-4 allcyloxy, 3 piperidinyl C^ - alley loxy, 

1 piperidinyl allcyloxy, 3 hexahydro azepinyloxy, 1 hexahydro azepinyloxy, 

2 hoxahydro azepinyl C4 - 4 allcyloxy, 3 hexahydro az e pinyl C4 - 4 allcyloxy or 1 hexahydro 
azepinyl C4 - 4 allcyloxy group wherein in each cas e th e oyclio nitrog e n atom is substituted by 
the group R&, wh e re R$ is as hereinbefore defin e d , whilst 

by the aryl moieties mentioned in the definition of the abovementioned groups is meant a 
phenyl group which may in each case be monosubstituted by R7, mono-, di- or trisubstituted 
by Rg or monosubstituted by R 7 and additionally mono- or disubstituted by Rg, wherein the 
substituents may be identical or different and 

R 7 denotes a cyano, carboxy, Ci-4-aIkoxycarbonyl, aminocarbonyl, 
Ci-4-alkylaminocarbonyl, di-(CM-alkyl)-aminocarbonyl, CM-alkylsulfenyl, 

C M -alkylsulfinyl, C M -alkylsulfonyl, hydroxy, Ci^-alkylsulfonyloxy, trifluoromethyloxy, 
nitro, amino, Ci-4-alkylamino 9 di-(Ci^-alkyl)-amino, CM-alkylcarbonylamino, N- 
(Ci^-alkyl)-Ci^-alkylcarbonylamino, CM-alkylsuIfonylamino, N-(Ci^-alkyl)- 
C^-alkylsulfonylamino, aminosulfonyl, Ci^-alkylaminosulfonyl or di-(Ci_4-alkyl)- 
aminosulfonyl group or a carbonyl group which is substituted by a 5 — to 7 m e mber e d 
allcyleneimino group, whilst in th e abovem e ntioned 6 — to 7 member e d allcyleneimino 
groups in each case a methylen e group may b e replac e d in th e 1 position by an oxygen or 
sulfur atom, by a sulfinyl, sulfonyl, imino or N (C4 -4 alkyl) imino group , and 
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Rg denotes a fluorine, chlorine, bromine or iodine atom, a Ci^-alkyl, trifluoromethyl or 
Ci_4-alkoxy group or 

two groups R 8 , if they are bound to adjacent carbon atoms, together denote a Ca.s-alkylenej 
methylenedioxy or l,3-butadien-l,4-ylene group, 

or the tautomers, or stereoisomers and -or pharmaceuticallv acceptable salts thereof. 

3. (currently amended) Bioyclic heterocvcles A quinazoline of general formula I according to 
claim 1, wherein 

Ra denotes a hydrogen atom, 

R b denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is substituted 
in each case by the groups Ri and R 2 , where 

Ri and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine or bromine atom, 

a methyl, trifluoromethyl or methoxy group, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a 1 ,2-vinylene group, 



an ethynylene or l,3-butadien-l,4-ylene group, 
D denotes a Ci-4-alkylene group, 
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or, if D is bound to a carbon atom of the group E, it may also donoto a bond, 

or, if D is bound to a nitrogen atom of th e group E, it may also denote a oarbonyl group, 

E denotes a di-(Ci_4-a!kyl)-amino group wherein the alkyl moieties may be identical or 
different, 

an N-(Ci^-alkyl)-N-(C2-4-alkyl)-amino group wherein the C2^-alkyl moiety is substituted in 
y-, or 5-position with regard to the nitrogen atom of the amino group by the group R 5 , 
whilst 

R 5 denotes a hydroxy, Ci-3-alkoxy or di-(Ci-3-alkyl)-amino group, 

a pyrrolidine, piperidino or morpholino group, 

a di-(C2-4-alkyl)-amino group wherein the two C2-4-alkyl moieties in each case are substituted 
in p-, y-, or 8-position with regard to the nitrogen atom of the amino group by the group R5, 
wherein the substituents may be identical or different and R 5 is as hereinbefore defined, 

an C4 - 4 alkylamino group substituted at the nitrogen atom by a tetrahydrofuran 3 yl, 

tetrahydropyran 3 yl, tetrahydropyran 1 yl, tetrahydrofuranylmethyl, i-^G^ alkyl) 

pyrrolidin 3 yl, ^-(€4-2 allcyi) piperidin 3 yl, l-(G^2 allc> r l) piperidin 1 yl, 

1 (t e trahydrofuran 3 yl) piperidin 4 yl, 1 (tetrahydropyran 3 yl) piperidin 4 yl of 

1 (t e trahydropyran 1 yl) piperidin A yl group, 

a C3_5-cycloalkylamino or C3.5-cycloalkyl-Ci-3-alkylamino group wherein in each case the 
nitrogen atom is substituted by a further Ci-3-aIkyl group, 

a-S — to 7 m e mbered allcyleneimino group optionally substituted by 1 or 2 methyl groups 
which may be substitut e d eith e r at a cyclic carbon atom or at one or the methyl groups by the 
group R4, where R$ is as hereinbefor e defined, or 
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a — piperidino — group — substituted — by — a — t e trahydrofuranyl, — t e trahydropyranyl — or 
t e trahydrofuranylmethyl group, 

a piperidino group optionally substituted by 1 or 2 methyl groups wherein the methylene 
group is replaced in the A position by an oxygen or sulfur atom, by sulfinyl or sulfonyl group 
or by an imino group substituted by the group R^, whilst 

R* — denotes — a — alkyl, — 2 methoxy e thyl, — 3 m e thoxy propyl, — oycloalkyl, 
€3-6 oyoloalkyl allcyl, tetrahydrofuran 3 yl, t e trahydropyran 3 yl, tetrahydropyran 
4 yl, tetrahydrofuranylmethyl, C4 - 3 allcylcarbonyl, alkylsulfonyl, aminooarbonyl, 
€4-3 alkylaminooarbonyl or di (C^ allc> r l) aminooarbonyl group, 

or D together with E denotes a hydrog e n atom, 



an aryl or C 4-4 alkylcarbonyl group or 
a-Cj-^- alkoxyoarbonyl group, 

Rc denotes a C^-cycloalkoxy or C3-7-cycloalkyl-CM-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Cio-alkyl or Cj^-alkoxy group, 

a t e trahydrofuran 3 yloxy, tetrahydropyran 3 yloxy, t e trahydropyran A yloxy er 

tetrahydrofuranylmethoxy group, 

an C3-4 alkoxy group substitut e d in ft , y > or 8 position with regard to the oxygen atom by an 
azetidin 1 yl, 4 methyl homopiperazino or 4 ethyl homopiperazino group, 

a 3 pyrrolidinyloxy, 2 pyrrolidinyl alkyloxy, 3 pyrrolidinyl alkyloxy, 

3 pip e ridinyloxy, 1 piperidinyloxy, 2 piperidinyl C4 -3 alkyloxy, 3 piperidinyl Cj_? alkyloxy, 

4 pip e ridinyl C j-s- alkyloxy, 3 hexahydro azepinyloxy, 1 - hexahydro azepinyloxy, 

2 h e xahydro azopinyl alkyloxy, 3 hexahydro azepinyl C4-3 alkyloxy or 4 hexahydro 
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az e pinyl alkyloxy group wherein in eaoh oaso the cyclic nitrog e n atom is substitut e d by 
a methyl or ethyl group, whilst 

by the aryl moi e ties m e ntioned in th e definition of the abovementioned groups is meant a 
phenyl group which may be mono , di or trisubstituted by R&, wherein the substituents may 
be id e ntioal or different and 

R & d e notes a fluorin e , chlorine, bromin e or iodine atom, a C4 -4 alkyl, trifluorom e thyl or 
G4-4 alkoxy group, 

or the tautomers. or stereoisomers and-or pharmaceutically acceptable salts thereof. 

4. (currently amended) Bicvclic heterocvol e s A quinazoline of general formula I according to 
claim 1, wherein 

R* denotes a hydrogen atom, 

Rb denotes a phenyl, benzyl or 1 -phenylethy 1 group, whilst the phenyl nucleus is substituted 
in each case by the radicals Ri and R2, whilst 

Ri and R2, which may be identical or different, each denotes a hydrogen, fluorine, 
chlorine or bromine atom, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a 1,2-vinylene, e thinvlen e ethvnvlene or l,3-butadien-l,4-ylene group, 
D denotes an Ci.3-alkylene group, 
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E denotes a Di-(Ci^-alkyl)-amino group, wherein the alkyl moieties may be identical or 
different, 

a methylamino or ethylamino group each substituted at the nitrogen atom by a 2-methoxy- 
ethyl, l-methoxy-2-propyl, 2-methoxypropyl, 3-methoxypropyl, tetrahydrofuran 3 yl, 
tetrahydrop>Tan 1 yl, tetrahydrofuran 2 ylmethyl, 1 methylpiperidin A yl, 1 ethyl piperidin 
1 yl, 1 (tetrahydrofuran 3 yl) piperidin 1 yl, cyclopropyl or cyclopropylmethyl group, 

a B4sbis;(2-methoxyethyl)amino group, 

a pyrrolidino, piperidino or morpholino group each optionally substitut e d by one or two 
methyl groups, 

a — piporazino — group — substituted — m — 1 position — by — a — methyl, — e thyl, — cyclopropyl, 
cyclopropylmethyl, 2 methoxy ethyl, tetrahydrofuran 3 yl, totrahydropyran 4 yl or totrahy 
drofuran 2 - ylmethyl group, 

a thiomorpholino, S oxidothiomorpholino or S,S dioxidothiomorpholino group, 

a — 2 (methoxymethyl)pyrrolidino, — 2 (ethoxymethyl)pyrrolidino, — A hydroxypip e ridino, — 4- 

methoxypiperidino, 4 ethoxypiperidino, < \ (tetrahydrofuran 3 yl)piperidino er 

A morpholinopiperidino group 

or D tog e ther with E d e note a hydrogen atom, a methyl, phenyl, m e thoxycarbonyl or 
ethoxycarbonyl group and 

Rc denotes a cyclopropylmethoxy, cyclobutylmethoxy, cyclopentylmethoxy or 
cyclohexylmethoxy group, 

a cyclobutyloxy, cyclopentyloxy or cyclohexyloxy group, 

a t e trahydrofuran 3 yloxy, t e trahydropyran 1 yloxy or t e trahydrofuran 2 ylm e thoxy group, 
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a straight chained alkoxy group terminally substituted by an azetidin 1 yl, < \ methyl 
homopiperazino or 4 e thyl homopiperazino group, 

a 1 methyl piperidin 4 yloxy or 1 ethyl piperidin \ yloxy group, 

a (1 methyl piperidin <\ yl) alkyloxy or (1 ethyl piperidin A yl) alkyloxy group, 

or the tautomers, or stereoisomers aed-or pharmaceuticallv acceptable salts thereof. 

5. (currently amended) Biovclic hctorocvcles A auinazoline of general formula I according to 
claim 1 , wherein 

Ra denotes a hydrogen atom, 

Rb denotes a 1-phenylethyl group or a phenyl group wherein the phenyl nucleus is substituted 
by the radicals Ri and R2, whilst 

Ri and R 2 , which may be identical or different, each denote a hydrogen, fluorine, 
chlorine or bromine atom, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a 1,2-vinylene, othinvlene ethvnvlene or l,3-butadien-l,4-ylene group, 
D denotes a methylene group, 

E denotes a dimethylamino, diethylamino, Bis(2-methoxyethyl)amino, AT-methyl-7V-(2- 
methoxyethyl)amino, A^ethyl-A^2-methoxyethyl)amino, A^-methyl-A^-cyclopropylamino, 
N-methyl-N-cyclopropy lmethy 1-amino, jV-methyl-7V-( 1 -methoxy-2-propyl)amino, N-methyl- 
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7V-(2-methoxypropyl)amino 7 or N-methyl-jV-(3-methoxypropyl)amino, jV-methyl-N- 

(tetrahydrofuran-3-yl)amino, ^-methyl-A^(tetrahydropyran-4-yl)amino; N methyl 

N (tetrahydrofuran 2 ylmethyl)amino or # methyl N (1 methylpiperidin 1 yl)amino group, 

a pyrrolidino, piperidino or morpholino group eaoh optionally substituted by one or two 
methyl groups, 

a piperazino group substituted in 4 position by a methyl, e thyl, cyolopropylmethyl or 2 
methoxyethyl groups 

a S oxidothiomorpholino group, 

a2 (methoxymethyl)p>Trolidino, 1 hydroxypiperidino or 4 methoxypip e ridino group 

or D together with E denot e a hydrog e n atom, a methyl, ph e nyl or ethoxyoarbonyl group, and 

Rc denotes a cyclopropylmethoxy, cyclobutyloxy or cyclopentyloxy group, 

a tetrahydrofuran 3 yloxy, tetrahydropyran 1 yloxy or tetrahydrofuran 2 ylmethoxy group, 

a straight chain e d C3 - 4 alkoxy group terminally substituted by an azetidin 1 yl or 4 
methylhomopiperazino group, 

a 1 m e thyl piperidin 4 yloxy group or 

a (1 methylpiperidin A yl) C ^ -alkyloxy group, 

or the tautomers, or stereoisomers and-or pharmaceuticallv acceptable salts thereof. 

6. (currently amended) The following compounds of general formula I according to claim 1 : 

(a) 4 [(3 Chloro 4 fluoroph e nyl)amino] 7 [3 (1 methylpiperidin A yl)propyloxy] 6 - 
[(vinylcarbonyl)amino]quinazolin e , 
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{b)^-[(3-Chloro-4-fluorophenyl)amino]-6- { [4-(A^ y /V-diethylamino)- 1 -oxo-2-buten- 1 - 
yljamino} -7-cyclopropylmethoxyquinazoline and 

(c) 4 [(3 Chloro '1 fluorophenyl)amino] 6 {[1 (morpholin 1 yl) 1 oxo 2 buten 1 yl]amino) 
7 cyolopropyimethoxyquinazolin e 

as well as the salts thereo f or pharmaceuticallv acceptable salts thereof . 

7. (currently amended) Physiologically Pharmaceuticallv acceptable salts of the compounds 
according to at least one of claims 1 to 6 with inorganic or organic acids or bases. 

8. (currently amended) Pharmaceutical compositions containing a compound according to at 
least one of claims 1 to 6 X or a physiologically acceptable salt according to claim 7 optionally 
together with one or more inert carriers and/or diluents. 

9. (currently amended) Use of a compound according to at least on e of claims 1 to 7 for 
preparing a pharmaceutical composition which is suitabl e for treating A method for treating 
or preventing a disease comprising administering a pharmaceutical composition according to 
one of claims 1 to 6. wherein said disease is selected from the group consisting of: benign or 
malignant tumors, for preventing and treating diseases of the airways and lungs and fer 
treating diseases of the gastrointestinal tract and the bile duct and gall bladder. 

Claims 10-11 (canceled) 

12. (new) Pharmaceutical compositions containing a physiologically acceptable salt 
according to claim 7, optionally together with one or more inert carriers and/or diluents. 

13. (new) A method for treating or preventing a disease comprising administering a 
pharmaceutical composition according to claim 7, wherein said disease is selected from the 
group consisting of: benign or malignant tumors, diseases of the airways and lungs and 
diseases of the gastrointestinal tract and the bile duct and gall bladder. 



-21 - 



U.S. Appln. 10/016,280 



REMARKS 

Claims 1-9, 12 and 13 are currently pending in the instant application. Claims 1-9 
have been amended. Claim 8 has been amended to correct dependency on multiple claim7. 
New claim 12 contains the deleted subject matter of claim 8. Claim 9 has been amended to 
correct dependency on multiple claim7. New claim 13 contains the deleted subject matter of 
claim 9. Claims 10 and 1 1 have been canceled. 

No new matter has been added. In light of the above amendments, claims 1-9, 12 and 
13 are under active consideration in this application. 

Priority 

The instant application is the national stage of International Application PCT/EP00/05547 
(WO 00/78735) filed on June 16, 2000 which claims benefit to prior U.S. Provisional 
Application 60/146,644, filed July 30, 1999 and prior German Application Nos. DE 199 28 
281 and DE 100 23 085, filed June 21, 1999 and May 11, 2000, respectively. Benefit of the 
earlier filing date of the prior International Application was claimed pursuant to 35 U.S.C. 
§365(c) on the Declaration for Utility or Design Application, filed on April 25, 2002 in three 
counterparts, copies of which are submitted herewith. Benefit of the earlier filing date of the 
prior International Application was incorrectly claimed under 371 on the Application Data 
Sheet. A new Application Data Sheet is submitted herewith. Attorney for Applicants 
submits that the priority is in order and respectfully requests acknowledgement. 

Specification 

The specification is objected to for informalities regarding the continuity information. The 
specification has been amended to recite: 

This application is a continuation of International Application PCT/EP00/05547 (WO 
00/78735) filed on June 16, 2000 which claims benefit to prior U.S. Provisional Application 
60/146,644, filed July 30, 1999 and prior German Application Nos. DE 199 28 281 and DE 
100 23 085, filed June 21, 1999 and May 1 1, 2000, respectively. Benefit of the earlier filing 
date of the prior International Application is hereby claimed pursuant to 35 U.S.C. § 365(c). 

This objection, therefore, has been obviated. 
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Claim Objections 

Claims 8-11 are objected to as being in improper form for dependency on multiple dependent 
claim 7. Claims 10 and 1 1 have been cancelled without prejudice. Claims 8 and 9 have been 
amended to depend only on claims 1 to 6, thus this objection has been obviated. 

Rejections under Section 112 

Claims 1-7 are rejected under 35 U.S.C. §1 12, second paragraph as being indefinite. 
According to the Examiner, claims 1-5 are indefinite in the recitation "Bicyclic heterocyles of 
general Formula". Applicants disagree, however, in order to advance prosecution, claims 1-5 
have been amended according to the Examiner's suggestion to recite "A quinazoline 
compound of Formula". This rejection, therefore, has been overcome. 

According to the Examiner, claims 1-5 are indefinite in the recitation "the tautomers, 
stereoisomers and salts thereof. Applicants disagree, however, in order to advance 
prosecution, claims 1-5 have been amended according to the Examiner's suggestion to recite 
"or the tautomers, or stereoisomers or pharmaceutical^ acceptable salts thereof. This 
rejection, therefore, has been overcome. 

According to the Examiner, claim 6 is indefinite in the recitation "as well as the salts 
thereof. Applicants disagree, however, in order to advance prosecution, claim 6 has been 
amended according to the Examiner's suggestion to recite "or pharmaceutically acceptable 
salts thereof. This rejection, therefore, has been overcome. 

According to the Examiner, claim 7 is indefinite in the recitation "Physiologically acceptable 
salts of the compounds... to at least one of claims...". Applicants disagree, however, in order 
to advance prosecution, claim 7 has been amended according to the Examiner's suggestion to 
recite "Pharmaceutically acceptable salts of the compounds. . .to one of claims. . .". This 
rejection, therefore, has been overcome. 

Rejections under Section 103 
Claims 1-7 are rejected under 36 U.S.C. § 103(A) as being obvious in view of Barker, EP 
566226 ("the '226 reference") and further in view of Bridges et al. 9 WO 9738983 ("the '983 
reference"). 
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According to the Examiner, it would have been obvious to one having ordinary skill in the art 
at the time of the invention to select any of the species of the genus taught by the '226 
reference, i.e., substituted quinazoline with free 6-NH2 and condense with maleic anhydride 
to get-NHCO-CH=CH-COOH, and to modify the end group as taught by the '983 reference. 

Applicants respectfully disagree. The claims, as amended, refer only to quinazolines which 
are substituted in position 7 (which is Rc) with cylcloalkyloxy- or cycloalkylalkoxy-groups. 

The difference of the compounds as claimed to the compounds of the '226 reference and the 
'983 reference cited by the Examiner is that the compounds of the present invention, in 
contrast to the cited state of the art, comprise only cylcloalkyloxy- or cycloalkylalkoxy- 
groups at position 7. 

Furthermore, these groups are responsible for a higher stability with regard to microsomal 
metabolic degradation. The half-lives of two of the compounds falling under the scope of the 
amended claims was evaluated in human liver microsomes. These compounds have the 
following formula: 



The ti/2- value of compound I was 30 min and for compound II it was 107 min. 

Further, two compounds falling under the scope of the cited applications having the following 
formula were evaluated: 
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CI 




The ti/2-value for compound III was 10 min and for compound IV it was 18 min. 

In contrast to the compounds of the cited state of the art, the compounds of the present 
invention, having a cylcloalkyloxy- or cycloalkylmethoxy-group as Rc, are much more stable 
with regard to microsomal metabolic degradation. This advantage cannot be derived from the 
cited documents. Therefore, the amended claims are not obvious in view of the prior art. 
This rejection under Section 103, therefore, should be withdrawn. 



In light of the above amendments and remarks, Applicants submit that all of the objections 
and rejections have been overcome and must be withdrawn. Further, Applicants submit that 
the application is now in form for issuance and an early allowance is earnestly requested. If 
any issues remain, the Examiner is invited to telephone the Attorney at the number below. 



CONCLUSION 



Respectfully submitted, 




Susan K. Pocchiari 
Attorney for Applicant(s) 
Reg. No. 45,016 



Patent Department 
Boehringer Ingelheim Corp. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT. 06877 
Tel.: (203)798-5648 
January 8, 2004 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 223 13-1450 



I hereby certify that this correspondence is being transmitted to the U.S. 
Patent and Trademark Office by Express Mail EV 353704455 US to the 
following address: 



on January 8, 2004. _ 

By: Susan K. Pocchiari 
Reg. No. 45,016 
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□ Declaration 0 Declaration 

Submitted OH Submitted after Initial 
with Initial Filing (surcharge 
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<^ required) 



Attorney Docket Number 



First Named Inventor 



5/1262 



Frank Himmelsbach 



COMPLETE IF KNOWN 



Application Number 



Filing Date 



Group Art Unit 



Examiner Name 



10/016,280 



December 10, 2001 



As a below named inventor, I hereby declare that: 

My residence, post office address, and citizenship are as stated below next to my name. 

I befieve I am the original, first and sole inventor (if only one name is listed betow) or an original, first and pint inventor (if plural 
names are listed below) of the subject matter which is claimed and for which a patent is sought on the invention entitled: 



BICYCLIC HETEROCYLES, PHARMACEUTICAL COMPOSITIONS CONTAINING 
THESE COMPOUNDS, THEIR USE AND PROCESSES FOR PREPARING THEM 



the specification of which 

^ is attached hereto 
OR 



(Title of the invention) 



0. was filed on (MM/DD/YYYY) [-| 2/1 0/2001 | as United States Application Number or PCT International 

Application Number |10/Q16 t 2B0 | and was amended on (MM/DD/YYYY) I I (if applicable). 

I hereby state that I have reviewed and understand the contents of the above identified specification, including the claims, as 
amended by any amendment specifically referred to above. 

I acknowledge the duty to disclose Information which Is material to patentability as defined in 37 CFR 1.56. 



I hereby claim foreign priority benefits under 35 U.S.C. 119(a)-(d) or 365(b) of any foreign application (s) for patent or inventor's 
certificate, or 365(a) of any PCT international appBcation which designated at least one country other than the United States of 
America, listed below and have also identified below, by checking the box, any foreign appBcation for patent or inventor's certificate 
or of any PCT international application having a filing date before that of the application on which priority is claimed. 



Prior Foreign Application 
Numberts) 



Country 



Foreign Filing Date 
(MM/DD/YYYY) 



Priority 
Not Claimed 



Certified Copy Attached? 
Ii§ NO 



100 23 085.7 
199 28 281.1 



DE 
DE 



05/.1 1/2000 
06/21/1999 



□ 
□ 
□ 
□ 



□ 
□ 

□ 



0 

□ 
□ 
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I hereby claim the benefit under 35 U.S.C. 1 1 9(e) of any United States provisional appBcatfonfs) listed belpw 



Application Number(s) 



60/146,644 



Filing Date (MM/DD/YYYY) 



07/30/1999 



I I Additional provisional application 
numbers are listed on a 
supplemental priority data sheet 
PTO/SB/02B attached hereto. 
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DECLARATION — Utility or Design Patent Application 



I hereby claim the benefit under 35 U.S.C. 120 of any United Stales appKcation(s), or 365(c) of any PCT international application designating the 
United States of America, listed below and, insofar as the subject matter of each of the claims of this application is not disclosed in the prior 
Unfted States or PCT international application in the manner provided by the first paragraph of 35 U.S.C. 112,1 acknowledge the duty to disclose 
information which is material to patentability as defined in 37 CFR 1.56 which became available between the filing dale of the prior application 
and the national or PCT international fifing date of this application. 



U.S. Parent Application or PCT Parent 
Number 



Parent Filing Date 
(MM/DD/YYYY) 



Parent Patent Number 

(If applicable) 



PCT/EP00/05547 



06/21/1999 



CI Additional U.S. or PCT international application numbers are listed on a supplemental priority data sheet PTO/SB/02B attached hereto, 



As a named inventor, 1 hereby appoint the following registered pract rtioner(s) to prosecute this app lication and to transact aB business in the Patent 
and Trademark Office connected therewith: " ~" " ' 



□ Customer Number 1 28505 
OR 



El Registered practitioner(s) nam a/registration number Fisted below 



Place Customer 
Number Bar Code 
LahsLhom 



Name 



Registration 
Number 



Name 



Registration 
Number 



Robert P. Raymond 
Alan R. Stempel 
Mary-Ellen M. Devlin 
Anthony P. Bottino 



25,089 
28,991 
27,928 
41,629 



Susan K. Pocchiari 
Philip I. Datlow 
Timothy X. Witkowskl 



45,016 
41 ,482 
40,232 



Additional registered practitionerfs) named on supplemental Repistered Practitioner Information sheet FTO/SB/02C attached hereto. 
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or Bar Code Label 



28505 



OR [Zl Correspondence address below 



Name 
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Address 



Ctty 



State 



ZIP 



Country 



Telephone 



Fax 



I hereby declare that all statements made herein of my own* knowledge are true and that aD statements made on information and belief are 
believed to be true; and further that these statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under 18 U.S.C. '1001 and that such willful false statements may jeopardize the validity of the 
application or any patent issued thereon. 
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Applicant(s) 




10/016,280 


HIMMELSBACH ET AL 


Examiner 
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Sudhaker B. Patel, D. Sc. Tech. 
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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communicatlon(s) filed on 08 January 2004 . 
2a)E3 This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) E3 Claim(s) 1-9,12 and 13 is/are pending in the application. 

4a) Of the above claim(s) 10 and 11 is/are withdrawn from consideration. 
Claim(s) is/are allowed. 



5) D 

6) I3 

7) I3 

8) D 



Claim(s) 1-5.7-9.12 and 13 is/are rejected. 
Claim(s) 6 is/are objected to. 

Claim(s) are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) [3 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some * cM None of: 

1 .13 Certified copies of the priority documents have been received. 
2.D Certified copies of the priority documents have been received in Application No. 



3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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2) 0 Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 
Paper No(s)/Mail Date . 



4) [S3 Interview Summary (PTO-413) 
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5) □ Notice of Informal Patent Application (PTO-1 52) 

6) □ Other: . 



U.S. Patent and Trademark Office 
PTOL-326 (Rev. 1-04) 



Office Action Summary 



Part of Paper No./Mail Date 20040420 



Application/Control Number: 10/016,280 Page 2 

Art Unit: 1624 

DETAILED ACTION 

1 . Applicants' communication paper dated 1/8/04 is acknowledged. 

Applicants have, cancelled claims 10-11, amended claims 1-9,and presented 
new claims 12,13. Therefore, the claims in this application are the claims 1-9,12,13. 

Applicants' above stated amendments to claims, cancellation of claims together 
with their arguments and remarks have been reviewed, but not found persuasive for the 
allowance of this case as is for the reasons stated bellow. See interview summary dated 
4/20/04 enclosed with this communication. 

Election/Restrictions 

2. Applicants have elected species of generic Formula (I) of claim 1 , namely, 
compound of Example 3 recited in page 44 lines 20-22 (= 4-[(3-Chloro-4-fluorophenyl) 
amino]-6-{[4-(N, N-diethyl amino)-oxo-2-buten-1-yl] amino}-7- 
ccyclopropylmethoxyquinazoline), claims (in part) 1-11, drawn to compounds, 
compositions, method of use, and the first recited process of making the same for the 
generic Formula (I). The restriction/election has been made FINAL in earlier Office 
communication paper dated 7/8/03. 

Rejections maintained: 

3. Applicants' above stated arguments, remarks and amendments have been 
reconsidered but not found persuasive for withdrawal of rejections made under 35 
U.S.C.1 12 paragraph second for claims 1-5,7,8,9,12,13 for reasons already stated in 
prior Office communication paper dated 7/8/03. Following additional reasons apply. 

(A) . Claim 1 recites C variable as:" 1 ,3-allenylene, 1,1- or 1 ,2-vinylelne". It is not very 
clear as to what applicants want to present with. Ally group consists of 3 carbon atoms 
with 1 double bond. Alternatively it is a propylene group with 1 double bond. Similarly, 
vinyl group consists of 2 carbon atoms with 1 double bond". Correction to what is 
exactly and definitely claimed group(s) is required. 

(B) . Claims 1 ,3 recites C variable as:" 1 ,3-butadien-1 , 4-ylene". 1 ,3-butadien is having 
a core:" CH2=CH-CH=CH2 wherein the double bonds are carbon atoms 1 and 3 
respectively". Are diacetylene(s) with 4 carbon atoms excluded or a mixture of a double 
bond and a triple bond in a 4-carbon chain/bridge? Correction to exact and definite 
structure is required. 

©. Claims 1,3 recite C components as:" ethynylene group". Is acetylene group 
excluded?. Correction to exact and definite structure is required. 

(D) . Claims 9,13 recite:"or preventing". Cancellation is required. 

(E) . Claim 12 recites:" with one or more inert carriers and/or diluents". A 
pharmaceutical composition with a carrier is different from with a earner and a diluent. 
With other combination(s) either alone or in plurals the nature and composition(s) are 
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also different. Correction to:" with an inert carrier and with or without a diluent" is 
required. 

(F) . Claims 9, 13 recite "benign or malignant tumors". Correction to a single, specific 
and definite tumor that can be treated by the invention is required. 

(G) . Claims1-9,are presented after amendments to delete prior art(s), but based on 
above stated reasons it is difficult to read what is exactly claimed. E.g. The reference 
Wissner et al(WO 9909016, also cited as Chemical Abstract DN 130:196664). 

Claims 2,4,5,7,8 are rejected because they are dependent on the rejected 
claim(s). 

Priority 

4. This application claims benefit of 60146644 filed 7/30/1999. It also claims the 
priority to foreign applications (1). Germany 19928281.1 filed 6/21/1999. (2). Germany 
10023085.7 5/1 1/200. On going thru' the records and the eDAN electronic file as 
received by the Examiner, this file is missing the certified true copies of both of the 
foreign files stated above. Applicants are urged to provide the same to complete the 
records of e-DAN system prior to allowance. See interview summary attached with this 
communication. 

Specification 

5. The specification is amended as per applicants page 2 of the amendment dated 
1/1/8/04. 

Conclusion 
Allowable Subject Matter 

6. Claim6 is objected to as being dependent upon a rejected base claim, but would 
be allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 

7. Claims 1-5,7-9,12,13 would be allowable if rewritten to overcome the rejection(s) 
under 35 U.S.C. 112, second paragraph and others together with other requirements, 
set forth in this Office action and to include all of the limitations of the base claim and 
any intervening claims. 

8. The closest prior Art(s) of record reference. I 226(EP566226) is teaching making 
of quinazoline tyrosine kinase-inhibiting anticancer agents. 

The ref. '226 chemical core is: 

"4,6-Quinazolinediamine, 7-methoxy-N-4-(3methylphenyl)" 

The ref. '226 differs from the instant claims by having CH3-0- instead of-O- 

CH2-Cycloclkyl, and -NH2 instead of-NH-CO-CH=CH-CH2-N(alkyl)2. 

The other ref. f 983(WO 9738983) teaches making of irreversible inhibitors of 

tyrosine kinase. See compound of Example 55 on page 123, and the compounds of 

claim 1 on pages 152-154. 
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The references either alone or in combination do not suggest totarrive at the 
instant claims as presented after amendments and cancellation of claims 10,1 1 . 

9. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

1 0. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sudhaker B. Patel, D.Sc.Tech. whose telephone 
number is (571 ) 272-0671 . 

The examiner can normally be reached on 6:30 to 5:00 pm (Monday-Thursday). 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Mukund J. Shah can be reached on (571) 272 0674 or Sr. Examiner Mr. 
Richard Raymond at (571) 272 0673 or Mr. James O. Wilson at (571) 272-0661 . 

The fax phone numbers for the organization where this application or proceeding 
is assigned are 703 308 4556 for regular communications and 703 308 4556 for After 
Final communications. Any inquiry of a general nature or relating to the status of this 
application or proceeding should be directed to the receptionist whose telephone 
number is 703 308 1235. Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval (PAIR) system. Status 
information for published applications may be obtained from either Private PAIR or 
Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-21 7-91 97 (toll-free). 
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Sir: 
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Serial No. 10/016,280 
Amendments to the Claims: 

This listing of claims will replace all prior versions and listing of claims in the application: 
Listing of Claims: 

1. (currently amended) A quinazoline compound of formula 



wherein 

Ra denotes a hydrogen atom or a CM-alkyl group, 

Rb denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is substituted 
in each case by the groups R\ to R3, whilst 

Ri and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine, bromine or iodine atom, 

a Ci-4-alkyl, hydroxy, C]^-alkoxy, C 3 -6-cycloalkyl, C4-6-cycloalkoxy, C 2 -5-alkenyl or 
C 2 -5-alkynyl group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a C3-5-alkenyloxy or C3_s-alkynyloxy group, whilst the unsaturated moiety may not be 
linked to the oxygen atom, 

a Ci^-alkylsulfenyl, Ci-4-alkylsulfinyl, C^-alkylsulfonyl, Ci-4-alkylsulfonyloxy, 
trifluoromethylsulfenyl, trifluoromethylsulfinyl or trifluoromethylsulfonyl group, 

a methyl or methoxy group substituted by 1 to 3 fluorine atoms, 




N 




, (I) 
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an ethyl or ethoxy group substituted by 1 to 5 fluorine atoms, 

a cyano or nitro group or an amino group optionally substituted by one or two 
Ci-4-alkyl groups, wherein the substituents may be identical or different, or 

Ri together with R 2 , if they are bound to adjacent carbon atoms, denote a - 
CH-CH-CH=CH group and 

R 3 denotes a hydrogen, fluorine, chlorine or bromine atom, 
a Ci-4-alkyl, trifluoromethyl or CM-alkoxy group, 
X denotes a nitrogen atom, 

A denotes an imino group optionally substituted by a Ci-4-alkyl group, 
B denotes a carbonyl group, 

C denotes a L3 allenvlene -CH=C=CH-,-4^— >OCH? o r 1,2 vinylen e -CH=CH- g roup 
which may be substituted in each case by one or two methyl groups or by a trifluoromethyl 
group, 



a 1,3 butadien 1,4 ylene -CH=CH-CH=CH- g roup optionally substituted by 1 to 4 methyl 
groups or by a trifluoromethyl group, 

D denotes an alkylene group wherein the alkylene moiety contains 1 to 8 carbon atoms and 
additionally 1 to 4 hydrogen atoms in the alkylene moiety may be replaced by fluorine atoms, 

E denotes an amino, CM-alkylamino or di-(Ci-4-alkyI)-amino group wherein the alkyl 
moieties may be identical or different, 
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a C 2 ^-alkylamino group wherein the alkyl moiety is substituted in 0-, y-, or S-position with 
regard to the nitrogen atom of the amino group by the group R5, whilst 

R 5 denotes a hydroxy, C M -alkoxy, amino, Ci-4-alkylamino or di-(d^-alkyl)-amino 
group, 

an N-(Ci^-alkyl)-N-(C 2 ^-alkyl)-amino group wherein the C 2 -4-alkyl moiety is substituted in 
P-, y-, or 5-position with regard to the nitrogen atom of the amino group by the group R 5 , 
whilst R 5 is as hereinbefore defined, 

a di-(C 2 -4-alkyI)-amino group wherein the two C M -alkyl moieties are substituted in each case 
in P-, or 5-positiori with regard to the nitrogen atom of the amino group by the group R 5j 
whilst the substituents may be identical or different and R 5 is as hereinbefore defined, 

a C 3 .7-cycloalkylamino or C3- 7 -cycloalkyl-Ci-3-alkylamino group wherein in each case the 
nitrogen atom may be substituted by a further Ci-4-alkyl group, 

Rc denotes a C4.7-cycIoalkoxy or C 3 - 7 -cycloalkyl-Ci^-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Ci-3-aIkyl, hydroxy, Ci-4-alkoxy, amino, 
C M -alkylamino, di-(C M -alkyl)-amino, hydroxy-C^-alkyl, C M -alkoxy-Ci_ 2 -alkyl, amino- 
Ci- 2 -alkyl, Ci^-alkylamino-Ci_ 2 -alkyl, or di-(Ci^-alkyl)-amino-Ci_ 2 -alkyl group, whilst the 
abovementioned monosubstituted cycloalkyl moieties may additionally be substituted by a 
Ci-3-alkyl group, 

whilst 

by the aryl moieties mentioned in the definition of the abovementioned groups is meant a 
phenyl group which in each case may be monosubstituted by R7, mono-, di- or trisubstituted 
by Rg or monosubstituted by R 7 and additionally mono- or disubstituted by Rs, wherein the 
substituents may be identical or different and 
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R 7 denotes a cyano, carboxy, C M -aikoxycarbonyl, aminocarbonyl, 
Ci-4-aikylaminocarbonyI, di-(C M -alkyl)-aminocarbonyl, C i^-alkylsulfenyl, 

CM-alkylsulfinyl, C M -alkylsulfonyl, hydroxy, C M -alkylsulfonyloxy, trifluoromethyloxy, 
nitro, amino, Ci^-alkylamino, di-(C M -alkyl)-amino, C^-alkylcarbonylamino, N- 
(C M -alkyl)-Ci^-alkylcarbonylamino, Ci^-alkylsulfonylamino, N-(Ci^-alkyl)- 
C^-alkylsulfonylamino, aminosulfonyl, C M -alkylaminosulfonyl or di-(Ci^-alkyl)- 
aminosulfonyl group, and 

Rg denotes a fluorine, chlorine, bromine or iodine atom, a C M -alkyl, trifluoromethyl or 
Ci^»alkoxy group or 

two groups R 8 , if they are bound to adjacent carbon atoms, together denote a C 3 -5-alkylene 
or l,3-butadien-l,4-ylene group, 

or the tautomers, or stereoisomers or pharmaceutical^ acceptable salts thereof. 

2. (currently amended) A quinazoline of formula I according to claim 1, wherein 

Ra denotes a hydrogen atom, 

R b denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is substituted 
in each case by the groups Ri to R3, whilst 

Ri and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine, bromine or iodine atom, 

a Ci-4-alkyl, hydroxy, Ci^-alkoxy, C 3 -6-cycloalkyl, C^-cycloalkoxy, C 2 - 5 -alkenyl or 
C 2 -5-alkynyl group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a methyl or methoxy group substituted by 1 to 3 fluorine atoms, 

a cyano or nitro group and 
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R 3 denotes a hydrogen, fluorine, chlorine or bromine atom, 
a Ci^-alkyl, trifluoromethyl or C^-alkoxy group, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 



D denotes an alkylene group wherein the alkylene moiety in each case contains 1 to 4 carbon 
atoms and additionally 1 to 4 hydrogen atoms in the alkylene moiety may be replaced by 
fluorine atoms, 

E denotes a di-(Ci^-alkyl)-amino group wherein the alkyl moieties may be identical or 
different, 

an N-(Ci^-aIkyl)-N-(C 2 ^-alkyl)-amino group wherein the C 2 -4-alkyl moiety is substituted in 
y-, or 8-position with regard to the nitrogen atom of the amino group by the group R 5 , 
where 

R 5 denotes a hydroxy, C M -aIkoxy or di-(C M -alkyl)-amino group, 

a di~(C 2 -4-alkyl)-amino group wherein the two C 2 ^-alkyl moieties in each case are substituted 
in y_ 9 or S-position with regard to the nitrogen atom of the amino group by the group R 5 , 
wherein the substituents may be identical or different and R 5 is as hereinbefore defined, 



C denotes a- 




-CH=C=CH-, 4t1 - >C=CH ? or L2 vinvlon e -CH=CH- g roup, 




_C=C- o r 1,3 butadion 1,1 ylene -CH=CH-CH=CH- g roup, 
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a C 3 _ 7 -cycloalkylamino or C 3 . 7 -cycloalkyl-Ci^-aIkylamino group wherein in each case the 
nitrogen atom is substituted by a further Ci^-alkyl group, 

Rc denotes a C^-cycloalkoxy or C 3 . 7 -cycloalkyl-Ci^-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Cio-alkyl, hydroxy, Ci^-alkoxy, di-(Ci^-alkyl)- 
amino, hydroxy-Ci. 2 -alkyl, C M -alkoxy-Ci. 2 -alkyl, or di-(C M -aIkyI)-amino-Ci. 2 -alkyl group, 
whilst the abovementioned monosubstituted cycloalkyl moieties may additionally be 
substituted by a Ci. 3 -alkyl group, , whilst 

by the aryl moieties mentioned in the definition of the abovementioned groups is meant a 
phenyl group which may in each case be monosubstituted by R 7 , mono-, di- or trisubstituted 
by Rg or monosubstituted by R7 and additionally mono- or disubstituted by Rg, wherein the 
substituents may be identical or different and 

R 7 denotes a cyano, carboxy, C M -alkoxycarbonyl, aminocarbonyl, 
C M -alkylaminocarbonyl, di-(Ci-4-alkyl)-aminocarbonyl, C M -alkylsulfenyl, 

Ci-4-alkylsulfinyl, Ci-4-alkylsulfonyl, hydroxy, C^-alkylsulfonyloxy, trifluoromethyloxy, 
nitro, amino, Ci^-alkylamino, di-(C M -alkyl)-amino, C M -alkylcarbonylamino, N- 
(Ci^-alkyl)-Ci-4-alkylcarbonylamino, Ci^-alkylsulfonylamino, N-(C M -alkyl)- 
Ci^-alkylsulfonylamino, aminosuifonyl, Ci^-alkylaminosulfonyl or di-(C] ^-alkyl)- 
aminosulfonyl group, and 

Rg denotes a fluorine, chlorine, bromine or iodine atom, a Ci^-alkyl, trifluoromethyl or 
Ci_4-alkoxy group or 

two groups Rg, if they are bound to adjacent carbon atoms, together denote a C 3 -s-aIkyIene 
or l,3-butadien-l,4-ylene group, 

or the tautomers, or stereoisomers or pharmaceutical^ acceptable salts thereof. 

3. (currently amended) A quinazoline of formula I according to claim 1, wherein 

Ra denotes a hydrogen atom, 
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R b denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is substituted 
in each case by the groups R\ and R 2 , where 

Rj and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine or bromine atom, 

a methyl, trifluoromethyl or methoxy group, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a 1.2 vinvlen e CH=CH- group, 




D denotes a Ci^-alkylene group, 

E denotes a di-(Ci-4-alkyl)-amino group wherein the alkyl moieties may be identical or 
different, 

an N-(Ci^»alkyl)-N-(C 2 -4-alkyl)-amino group wherein the C 2 -4-alkyl moiety is substituted in 
p-, y-, or 5-position with regard to the nitrogen atom of the amino group by the group R 5 , 
whilst 

R 5 denotes a hydroxy, Ci_ 3 -alkoxy or di-(Ci. 3 -alkyl)-amino group, 

a di-(C 2 _4-alkyl)-amino group wherein the two C 2 ^-alkyl moieties in each case are substituted 
in P-, y-, or 5-position with regard to the nitrogen atom of the amino group by the group R 5 , 
wherein the substituents may be identical or different and R 5 is as hereinbefore defined, 





-C=C- o r 13 butadion M yl e ne -CH=CH-CH=CH- g roup. 
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a C 3 - 5 -cycloalkylamino or C 3 -5-cycloalkyl-Cio-alkyIamino group wherein in each case the 
nitrogen atom is substituted by a further Ci-3-alkyl group, 

Rc denotes a C^-cycloalkoxy or C 3 -7-cycloalkyl-C M -alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Ci.3-alkyl or Ci-3-alkoxy group, or the tautomers, 
or stereoisomers or pharmaceutically acceptable salts thereof. 

4. (currently amended) A quinazoline of formula I according to claim 1, wherein 

Ra denotes a hydrogen atom, 

R b denotes a phenyl, benzyl or l-phenylethyl group, whilst the phenyl nucleus is substituted 
in each case by the radicals Ri and R2, whilst 

Ri and R 2 , which may be identical or different, each denotes a hydrogen, fluorine, 
chlorine or bromine atom, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a 1,2 vinvlono -CH=CrK othvnylen e ;£=C^o r 1,3 butadion 1,1 ylono CH=CH- 
CH=CH- g roup, 

D denotes an Ci-3-alkylene group, 

E denotes a Di-(Ci^-alkyl)-amino group, wherein the alkyl moieties may be identical or 
different, 
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a methylamino or ethylamino group each substituted at the nitrogen atom by a 2-methoxy- 
ethyl, l-methoxy-2-propyl, 2-methoxypropyl, 3-methoxypropyl, cyclopropyl or 
cyclopropylmethyl group, 

a bis-(2-methoxyethyl)amino group, 

Rc denotes a cyclopropylmethoxy, cyclobutylmethoxy, cyclopentylmethoxy or 
cyclohexylmethoxy group, 

a cyclobutyloxy, cyclopentyloxy or cyclohexyloxy group, 

or the tautomers, or stereoisomers or pharmaceutically acceptable salts thereof. 

5. (currently amended) A quinazoline of formula I according to claim 1, wherein 
Ra denotes a hydrogen atom, 

Rb denotes a 1-phenylethyl group or a phenyl group wherein the phenyl nucleus is substituted 
by the radicals Ri and R2, whilst 

Ri and R 2 , which may be identical or different, each denote a hydrogen, fluorine, 
chlorine or bromine atom, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a 1.2 vinvl e n e -CH=CH-. o thvnvleno -C=C- o r 1.3 butadien M yleno -CH=CH- 
CH=CH- g roup, 

D denotes a methylene group, 
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E denotes a dimethylamino, diethylamino, Bis(2-methoxyethyl)amino, A^-methyl-A^(2- 
methoxyethyl)amino, 7/-ethyl-//-(2-methoxyethyl)amino, Af-methyl-A^cyclopropylamino, 
A^-methyl-7/-cyclopropy lmethyl-amino, jV-methyl-jV-( 1 -methoxy-2-propyl)amino, A^-methyl- 
A^(2-methoxypropyI)amino or 7/-methyl-A^(3-methoxypropyl)amino, jV-methyl-N- 
(tetrahydrofuran-3-yl)amino, A^-methyl-A^(tetrahydropyran-4-yl)amino group, 

Rc denotes a cyclopropylmethoxy, cyclobutyloxy or cyclopentyloxy group, 

or the tautomers, or stereoisomers or pharmaceutically acceptable salts thereof. 

6. (previously presented) The following compounds of general formula I according to claim 
1: 

4-[(3-Chloro-4-fluorophenyl)amino]-6- { [4-(7/^/-diethylamino)- 1 -oxo-2-buten- 1 -yl]amino} - 
7-cyclopropylmethoxyquinazoline 

or pharmaceutically acceptable salts thereof. 

7. (previously presented) Pharmaceutically acceptable salts of the compounds according to 
one of claims 1 to 6 with inorganic or organic acids or bases. 

8. (currently amended) Pharmaceutical composition containing a compound according to at 
least one of claims 1 to 6, optionally together with ono or more inert carriers and/or diluents 
an inert carrier and with or without a diluent . 

9. (currently amended) A method for treating or preventing a disease comprising 
administering a pharmaceutical composition according to one of claims 1 to 6, wherein said 
disease is selected from the group consisting of: benign or malignant tumors, diseases of the 
airways and lungs and diseases of the gastrointestinal tract and the bile duct and gall bladder. 



Claims 10-11 (canceled) 
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12. (currently amended) Pharmaceutical compositions containing a physiologically 
acceptable salt according to claim 7, optionally together with one or mor e inert carriers and/or 
dilu e nts an inert carrier and with or without a diluent . 

13. (currently amended) A method for treating or preventing a disease comprising 
administering a pharmaceutical composition according to claim 7, wherein said disease is 
selected from the group consisting of: benign or m alignant tumors, diseases of the airways 
and lungs and diseases of the gastrointestinal tract and the bile duct and gall bladder. 
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REMARKS 

Claims 1-9, 12 and 13 are currently pending in the instant application. Claims 1-5, 8, 9, 12, 
and 13 have been amended. Claims 1-5 have been amended to recite the structures of 
variable C. Claims 8 and 12 have been amended to recite "an inert carrier and with or 
without a diluent". Claims 9 and 13 been amended delete the phrases "or preventing" and 
"benign or". 

No new matter has been added. In light of the above amendments, claims 1-9, 12 and 13 are 
under active consideration in this application. 

Interview Summary 

Examiner, Sudhaker B. Patel, initiated a telephonic interview with Attorney for Applicants, 
Susan K. Pocchiari, on April 20, 2004 wherein claims 1-9, 12 and 13 were discussed. 
Agreement with respect to the claims was not reached. No exhibits or prior art were 
discussed. The Examiner informed Attorney that the claims were not ready for allowance in 
their present state. The Examiner also informed Attorney that certified copies of the foreign 
priority applications are not in the e-DAN file received by the Examiner. Attorney for 
Applicants agreed to provide said certified copies (attached hereto). Due to a lack of 
availability of Applicants, the Examiner agreed to mail a Final Office Action for Attorney's 
review with Applicants abroad and for preparation of a response. 

Priority 

The Examiner has indicated that the records and the eDAN electronic file as received by the 
Examiner for the instant application are missing the certified true copies of German 
Application Nos. DE 199 28 281 and DE 100 23 085, filed June 21, 1999 and May 1 1, 2000, 
respectively, to which the instant application claims priority. 

Submitted herewith are certified true copies of German Application Nos. DE 199 28 281 and 
DE 100 23 085, filed June 21, 1999 and May 1 1, 2000. 

Rejections under Section 112 

According to the Examiner, the rejection of claims 1-5, 7, 8, 9, 12, 13 under 35 U.S.C. §112, 
second paragraph as being indefinite are maintained for reasons already stated in prior Office 
communication paper dated July 8, 2003. 
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As a preliminary matter, Applicants respectfully point out that only claims 1-7 were rejected 
under Section 112, second paragraph in the prior Office communication dated July 8, 2003. 
Further, Applicants respectfully submit that claims 1-7 were amended according to the 
Examiner's suggestions in the Response filed January 8, 2004. Applicants respectfully 
request that the rejections under Section 112, second paragraph in the prior Office 
communication be withdrawn. 

The Examiner cites the following additional reasons for rejection of claims 1-9, 12, and 13 
under 35 U.S.C. §112, second paragraph as being indefinite. 

According to the Examiner, claim 1 is indefinite in the recitation of variable C as "1,3- 
allenylene, 1,1- or 1,2-vinylene". 

Applicants disagree and submit that the terms are clear and are commonly used terms that can 
be found in chemistry textbooks. However, claim 1 has been amended to recite the chemical 
structures of 1,3-allenylene, 1,1-vinylene and 1,2-vinylene. Applicants submit that one 
skilled in the art would know that 1,3-allenylene is -CH=C=CH- (allenyl group (from allene) 
substituted (by B and D, respectively) in position 1 and 3; the "-ene" signifying that the rest 
has two binding sites (for example, methyl: -CH3; methylene: -CH 2 -)). Further, Applicants 
submit that one skilled in the art would know that 1,1-vinylene means >C=CH2 and 1,2- 
vinylene means -CH=CH-. Applicants submit that in light of the above amendments and 
remarks, this rejection under Section 112 has been overcome. 

According to the Examiner, claims 1 and 3 are indefinite in the recitation of variable C as 
"l,3-butadien-l,4-ylene". 

Applicants disagree and submit that the term is clear and is a commonly used term that can be 
found in chemistry textbooks. However, claims 1 and 3 have been amended to recite the 
chemical structure of l,3-butadien-l,4-ylene as -CH=CH-CH=CH- (1,3-butadiene as the 
Examiner pointed out, to which B and D, respectively, are linked in positions 1 and 4 (i.e., 
instead of a hydrogen atom in the pure compound); in spite of the different resulting name of 
the entire molecule, the rest is exemplified for example, in Example 2, wherein B is carbonyl 
and D and E together are methyl). Applicants submit that in light of the above amendments 
and remarks, this rejection under Section 1 12 has been overcome. 
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According to the Examiner, claims 1 and 3 are indefinite in the recitation of variable C as 
"ethynylene". 

Applicants disagree and submit that the term is clear and is a commonly used term that can be 
found in chemistry textbooks. However, claims 1 and 3 have been amended to recite the 
chemical structure of ethynylene as -0=C-, i.e. 9 acetylene, bond to B on the one side/carbon 
atom and to D on the other side/carbon atom. Applicants submit that in light of the above 
amendments and remarks, this rejection under Section 112 has been overcome. 

According to the Examiner, claims 9 and 13 are indefinite in the recitation "or preventing" 

Applicants disagree. However, claims 9 and 13 have been amended to delete the phrase "or 
preventing". Applicants submit that in light of the above amendments and remarks, this 
rejection under Section 112 has been overcome. 

According to the Examiner claim 12 is indefinite in the recitation "with one or more inert 
carriers and/or diluents". 

Applicants disagree. However, claims 8 and 12 have been amended according to the 
Examiner's suggestion to recite "an inert carrier and with or without a diluent". Applicants 
submit that in light of the above amendments and remarks, this rejection under Section 112 
has been overcome. 

According to the Examiner claim 12 is indefinite in the recitation "with one or more inert 
carriers and/or diluents". 

Applicants disagree. However, claims 8 and 12 have been amended according to the 
Examiner's suggestion to recite "an inert carrier and with or without a diluent". Applicants 
submit that in light of the above amendments and remarks, this rejection under Section 1 12 
has been overcome. 

According to the Examiner claims 9 and 13 are indefinite in the recitation "benign or 
malignant tumors". 
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Applicants disagree. However, claims 9 and 13 have been amended according to the 
Examiner's suggestion to recite a single tumor, i.e., "malignant tumors". Applicants submit 
that in light of the above amendments and remarks, this rejection under Section 1 12 has been 
overcome. 

According to the Examiner claims 1-9 are difficult to read what is exactly claimed. 

Applicants disagree. However, claims 1-9 have been amended to replace the definitions of 
variable C by the respective chemical formula. Applicants submit that in light of the above 
amendments and remarks, this rejection under Section 112 has been overcome. 

Applicants submit that in light of the amendments and remarks above, all of the rejections 
under Section 1 12, second paragraph have been overcome and must be withdrawn. 



In light of the above amendments and remarks, Applicants submit that all of the objections 
and rejections have been overcome and must be withdrawn. Further, Applicants submit that 
the application is now in form for issuance and an early allowance is earnestly requested. If 
any issues remain, the Examiner is invited to telephone the Attorney at the number below. 



CONCLUSION 



Respectfully submitted, 




Susan K. Pocchiari 
Attorney for Applicant(s) 
Reg. No. 45,016 



Patent Department 
Boehringer Ingelheim Corp. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT. 06877 
Tel.: (203)798-5648 
October 21, 2004 



Mail Stop AF 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



I hereby certify that this correspondence is being transmitted to the U.S. 
Patent and Trademark Office by First Class Mail to the following 
address: 



on October 2 1,2004. 




By: 



Susan K. Pocchiari 
Reg. No. 45,016 
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CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 



Claims 1-13 (canceled) 



Claim 14 (previously presented) A quinazoline compound of formula 



v 




A-B-C-D-E 

, (I) 



wherein 



Re denotes a hydrogen atom or a Ci-4-alkyl group, 

<\ Rb denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is 
substituted in each case by the groups Ri to R3, whilst 



Ri and R 2 , which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine, bromine or iodine atom, 

a CM-alkyl, hydroxy, Ci_4-alkoxy, C3^-cycloaIkyl, C^-cycloalkoxy, C2-s-aLkenyl or 
C 2 -5-alkynyl group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a C3_5-alkenyloxy or C3_5-alkynyloxy group, whilst the unsaturated moiety may not 
be linked to the oxygen atom, 
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a C^-alkylsulfenyl, Ci^-alkyisulfinyl, Ci^-alkylsulfonyl, Ci^-alkylsulfonyloxy, 
trifluoromethylsulfenyl, trifluoromethylsuifinyl or trifluoromethylsuifonyl group, 

a methyl or methoxy group substituted by 1 to 3 fluorine atoms, 

an ethyl or ethoxy group substituted by 1 to 5 fluorine atoms, 

a cyano or nitro group or an amino group optionally substituted by one or two 
Ci-4-alkyl groups, wherein the substituents may be identical or different, or 

Ri together with R 2 , if they are bound to adjacent carbon atoms, denote a - 
CH=CH-CH=CH group and 

R 3 denotes a hydrogen, fluorine, chlorine or bromine atom, 

a Ci-4-alkyl, trifluoromethyl or Ci^-alkoxy group, 
y<X denotes a nitrogen atom, 

A denotes an imino group optionally substituted by a Ci-4-alkyl group, H 
B denotes a carbonyl group, 

C denotes a -CH=C=CH-, >C=CH 2 or -CH=CH- group which may be substituted in each 
case by one or two methyl groups or by a trifluoromethyl group, 

an -C^C- group or 

a -CH=CH-CH=CH- group optionally substituted by 1 to 4 methyl groups or by a 
trifluoromethyl group, 
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D denotes an alkylene group wherein the alkylene moiety contains 1 to 8 carbon atoms and 
additionally 1 to 4 hydrogen atoms in the alkylene moiety may be replaced by fluorine 
atoms, 

E denotes an amino, Ci-4-alkylamino or cU-(CM-alkyl)-amino group wherein the alkyl 
moieties may be identical or different, 

a C2-*-alkylamino group wherein the alkyl moiety is substituted in p-, y-, or S-position with 
regard to the nitrogen atom of the amino group by the group R 5 , whilst 

Rs denotes a hydroxy, Ci^-alkoxy, amino, Ci^-alkylamino or di-(Ci^-alkyl)-amino 
group, 

an N-(Ci^-alkyl)-N-(C2^-alkyl)-amino group wherein the C2-4-alkyl moiety is substituted 
in y-, or 5-position with regard to the nitrogen atom of the amino group by the group 
Rs, whilst R 5 is as hereinbefore defined, 

a di-(C2-4-alkyl)-amino group wherein the two C2-4-alkyl moieties are substituted in each 
case in p-, y-, or 5-position with regard to the nitrogen atom of the amino group by the 
group R5, whilst the substituents may be identical or different and R5 is as hereinbefore 
defined, 

a C 3 j7-cycloalkylamino or C3-7^ycloalkyl-Ci_ 3 -alkylamino group wherein in each case the 
nitrogen atom may be substituted by a further Ci-4-alkyl group, 

Rc denotes a C^-cycloalkoxy or C3-7-cycloalkyl-Ci^-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Cu 3 -alkyl, hydroxy, d^-alkoxy, amino, 
Ci^-alkylamino, di-(Ci^-alkyl)-amino, hy droxy-Ci _ 2 -alky 1, Ci-4-alkoxy-Ci_2-alkyl, amino- 
Ci-2-alkyl, Ci^-alkylamino-Ci.2-alkyl, or di-(Ci^-alkyl)-amino-Ci-2-alkyl group, whilst the 
abovementioned monosubstituted cycloalkyl moieties may additionally be substituted by a 
Ci_3-alkyl group, 
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whilst 

by the aryl moieties mentioned in the definition of the abovementioned groups is meant a 
phenyl group which in each case may be monosubstituted by R7, mono-, di- or 
trisubstituted by R« or monosubstituted by R7 and additionally mono- or disubstituted by 
Rs, wherein the substituents may be identical or different and 

R7 denotes a cyano, carboxy, Ci^-alkoxycarbonyl, aminocarbonyl, 
CM-alkylaminocarbonyl, di-(CM-alkyl)-aminocarbonyl, Ci^-alkylsulfenyl, 
Ci_4-alkylsulfinyl, Ci^-alkylsulfonyl, hydroxy, Ci^-alkylsulfonyloxy, 
trifluoromethyloxy, nitro, amino, CM-aUcylamino, di-(CM-alkyl)-amino, Ci-4-alkyl- 
carbonylamino, N-(CM-alkyl)-CM-alkylcarbonyiamino, CM-alkylsulfonylamino, 
N-(Ci^-alkyl)-Ci_4-alkylsulfonylamino, aminosulfonyl, Ci-4-alkylarninosulfonyl or di- 
(Ci^-alkyl)-aminosulfonyl group, and 

R* denotes a fluorine, chlorine, bromine or iodine atom, a Ci-4-alkyl, trifluoromethyl or 
Ci-4-alkoxy group or 

two groups Rg, if they are bound to adjacent carbon atoms, together denote a C3.5- 
alkylene or l,3-butadien-l,4-ylene group, 

or the tautomers, or stereoisomers or pharmaceutically acceptable salts thereof. 

Claim 15 (previously presented) The quinazoiine of formula I according to claim 14, 
wherein 

Ra denotes a hydrogen atom, 

Rb denotes a phenyl, ben2yl or 1-phenylethyl group wherein the phenyl nucleus is 
substituted in each case by the groups Ri to R3, whilst 
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Ri and R2, which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine, bromine or iodine atom, 

a CM-alkyl, hydroxy, Ci-4-alkoxy, C 3 -6-cycloalkyl, C 4 -$-cycloalkoxy, C 2 -s-alkenyl or 
C2-s-alkynyl group, 

an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a methyl or methoxy group substituted by 1 to 3 fluorine atoms, 

a cyano or nitro group and 

R3 denotes a hydrogen, fluorine, chlorine or bromine atom, 

a Ci^-alkyl, trifluoromethyl or Ci-4-aIkoxy group, 
X denotes a nitrogen atom, 
A denotes an imino group, 
B denotes a carbonyl group, 

C denotes a -CH=C=CH-, >C=CH 2 or -CH=CH- group, 
an -C=C- or -CH=CH-CH=CH- group, 

D denotes an alkylene group wherein the alkylene moiety in each case contains 1 to 4 car- 
bon atoms and additionally 1 to 4 hydrogen atoms in the alkylene moiety may be replaced 
by fluorine atoms, 

E denotes a ch-(Ci-4-alkyl)-amino group wherein the alkyl moieties may be identical or 
different, 
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an N-(Ci^-alkyl)-N-(C2-4-alkyl)-amino group wherein the C 2 -4-alkyl moiety is substituted 
in P-> )S or 8-position with regard to the nitrogen atom of the amino group by the group 
R 5 , where 

Rs denotes a hydroxy, Ci^-alkoxy or di-(Ci_4-aIkyl)-amino group, 

a di-(C 2 ^-aIkyl)-amino group wherein the two C 2 _4-alkyl moieties in each case are 
substituted in p-, y-, or 8-position with regard to the nitrogen atom of the amino group by 
the group R 5 , wherein the substituents may be identical or different and R5 is as 
hereinbefore defined, 

a C3_ 7 -cycloalkylamino or C 3 . 7 ^ycloalkyl-Ci.3-alkylamino group wherein in each case the 
nitrogen atom is substituted by a further Ci-4-alkyl group, 

Rc denotes a C^-cycloalkoxy or C 3 -7-cycloalkyl-Ci_6-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Ci-3-alkyl, hydroxy, Ci^-alkoxy, di- 
(Ci^-alkyl)-amino, hydroxy-Ci_ 2 -alkyl, Ci_4-alkoxy-Ci_2-alkyl, or di-(CM-aliyl)-amino- 
Ci. 2 -alkyl group, whilst the abovementioned monosubstituted cycloalkyl moieties may 
additionally be substituted by a Ci-3-alkyl group, , whilst 

by the aryl moieties mentioned in the definition of the abovementioned groups is meant a 
phenyl group which may in each case be monosubstituted by R7, mono-, di- or 
trisubstituted by Rs or monosubstituted by R7 and additionally mono- or disubstituted by 
Rg, wherein the substituents may be identical or different and 

R7 denotes a cyano, carboxy, Ci^-alkoxycarbonyl, aminocarbonyl, 
Ci_4-alkylaminocarbonyl, di-(Ci_4-alkyl)-aminocarbonyl, Ci^-alkylsulfenyl, 
CM-alkylsulfinyl, CM-alkylsulfonyl, hydroxy, Ci-4-alkylsulfonyloxy, 
trifluoromethyloxy, nitro, amino, Ci-4-alkylamino, di-(Ci^-alkyl)-arnino, Cj^-aLkyl- 
carbonylamino, N-(CM-aUcyl)-CM-all^lcarbonyIamino, Ci^-alkylsulfonylamino, 
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N-(Ci^-alkyl)-CM-alkylsulfonylamino, aminosulfonyl, CM-alkylaminosulfonyl or di- 
(Ci^-alkyl)-aminosulfonyl group, and 

R« denotes a fluorine, chlorine, bromine or iodine atom, a Ci-4-alkyl, trifluoromethyl or 
Ci-4-alkoxy group or 

two groups R$, if they are bound to adjacent carbon atoms, together denote a C3- 
5-aUcylene or 1 ,3-butadien- 1 ,4-ylene group, 

or the tautomers, or stereoisomers or pharmaceutically acceptable salts thereof. 

Claim 16 (previously presented) The quinazoline of formula I according to claim 14, 
wherein 

R* denotes a hydrogen atom, 

Rb denotes a phenyl, benzyl or 1-phenylethyl group wherein the phenyl nucleus is 
substituted in each case by the groups Ri and R2, where 

Ri and R2, which may be identical or different, in each case denote a hydrogen, 
fluorine, chlorine or bromine atom, 

a methyl, trifluoromethyl or methoxy group, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a-CH=CH- group, 
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an -CeeC- or -CH=CH-CH=CH- group, 
D denotes a Ci_4-alkylene group, 

E denotes a di-(Ci^-alkyl)-amino group wherein the alkyl moieties may be identical or 
different, 

an N-(CM-alkyl)-N-(C2>4-alkyl)-amino group wherein the C2-4-alkyl moiety is substituted 
in y- s or 5-position with regard to the nitrogen atom of the amino group by the group 
Rs, whilst 

R 5 denotes a hydroxy, Ci-3-alkoxy or di-(Ci-3-alkyl)-amino group, 

a di-(C 2 ^-alkyl)-amino group wherein the two C 2 -4-alkyl moieties in each case are 
substituted in 0-, y-, or 8-position with regard to the nitrogen atom of the amino group by 
the group R 5 , wherein the substituents may be identical or different and R 5 is as 
hereinbefore defined, 

a C3_5-cycloalkylamino or C3_ 5 -cycloalkyl-Ci_3-alkylamino group wherein in each case the 
nitrogen atom is substituted by a further Ci-3-alkyl group, 

Rc denotes a C^-cycloalkoxy or C3-7-cycloaIkyl-Ci^-alkoxy group wherein the cycloalkyl 
moiety in each case may be substituted by a Ci_ 3 -alkyl or Ci_3-alkoxy group, or the 
tautomers, or stereoisomers or pharmaceutically acceptable salts thereof. 

Claim 17 (previously presented) The quinazoline of formula I according to claim 14, 
wherein 

R* denotes a hydrogen atom, 
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Rb denotes a phenyl, benzyl or 1-phenylethyl group, whilst the phenyl nucleus is 
substituted in each case by the radicals Ri and R 2 , whilst 

Ri and R2, which may be identical or different, each denotes a hydrogen, fluorine, 
chlorine or bromine atom, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a -CH=CH-, -C=C- or-CH=CH-CH=CH- group, 
D denotes an Ci_3-alkylene group, 

E denotes a di-(Ci-4-alkyl)-amino group, wherein the alkyl moieties may be identical or 
different, 

a methylamino or ethylamino group each substituted at the nitrogen atom by a 2-methoxy- 
ethyl, l-methoxy-2-propyl, 2-methoxypropyl, 3-methoxypropyl, cyclopropyl or 
cyclopropylmethyl group, 

a bis-(2-methoxyethyl)amino group, 

Rc denotes a cyclopropylmethoxy, cyclobutylmethoxy, cyclopentylmethoxy or 
cyclohexylmethoxy group, 

a cyclbbutyloxy, cyclopentyloxy or cyclohexyloxy group, 

or the tautomers, or stereoisomers or pharmaceutically acceptable salts thereof. 
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Claim 18 (previously presented) The quinazoline of formula I according to claim 14, 
wherein 

R* denotes a hydrogen atom, 

Rb denotes a 1-phenylethyl group or a phenyl group wherein the phenyl nucleus is 
substituted by the radicals Ri and R 2 , whilst 

Ri and R2, which may be identical or different, each denote a hydrogen, fluorine, 
chlorine or bromine atom, 

X denotes a nitrogen atom, 

A denotes an imino group, 

B denotes a carbonyl group, 

C denotes a -CENCH-, -OC- or -CH=CH-CH=CH- group, 
D denotes a methylene group, 

E denotes a dimethylamino, diethylamino, Bis(2-methoxyethyl)amino, A^-methyl-A^(2- 
methoxyethyl)amino, A^ethyl-A^(2-methoxyethyl)amino, N-methyl-AT-cyclopropylamino, 
//-methyl-AT-cyclopropylmethyl-amino, 7/-methyl-A/-(l-methoxy-2-propyl)amino, 
A^-methyl-A^(2-methoxypropyl)amino or A^methyl-^3-methoxypropyl)amino group, 

Rc denotes a cyclopropylmethoxy, cyclobutyloxy or cyclopentyloxy group, 

or the tautomers, or stereoisomers or pharmaceutical^ acceptable salts thereof. 
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Claim 19 (previously presented) The following compound of general formula I 
according to claim 14: 

4-[(3-CMoro^-fluorophenyl)arnino]-6-^^ 
yljamino} -7-cyclopropylmethoxyquinazoiine 

or a phannaceutically acceptable salt thereof. 

Claim 20 (previously presented) The physiologically acceptable salt of a compound 
according to one of claims 14 to 19 with an inorganic or organic acid or base. 

Claim 21 (previously presented) A pharmaceutical composition comprising a 
compound according to claim 20, together with an inert carrier and with or without 
a diluent. 

Claim 22 (previously presented) A method for treating a disease comprising 
administering a pharmaceutical composition according to claim 21, wherein said 
disease is selected from the group consisting of: malignant tumors, diseases of the 
airways and lungs and diseases of the gastrointestinal tract and the bile duct and gall 
bladder. 
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REMARKS/ARGUMENTS 

Priority 

In the Reply with Amendment Under 37 U.S.C. § 1 . 1 1 1 filed January 8, 2004, 
applicants requested acknowledgment of the priority claim. As explained in that Reply, 
the instant application is the national stage of International Application PCT/EP00/05547 
(WO 00/78735) filed on June 16, 2000, which claims benefit to prior U.S. Provisional 
Application 60/146,644, filed July 30, 1999 and prior German Application Nos. DE 199 28 
281 and DE 100 23 085, filed June 21, 1999 and May 11, 2000, respectively. Benefit of 
the earlier filing date of the prior International Application was claimed pursuant to 35 
U.S.C. §365(c) on the Declaration for Utility or Design Application, filed on April 25, 
2002. In the Office Action mailed April 23, 2004, the Examiner noted that the file was 
missing certified copes of both the German applications. The priority documents were 
submitted on October 21 , 2004. A copy of the return post card date stamped on 
October 25, 2004 is enclosed. Applicants submit that the priority is in order and 
respectfully requests acknowledgment of the priority claim. 

Obviousness-type Double Patenting Rejection 

In the communication mailed October 12, 2005, the Examiner has withdrawn an 
obviousness-type double patenting rejection based on 6,627,634. However, the Examiner 
has maintained a provisional double patenting rejection based on a copending application 
10/023,099 ("the '099 application ,, ). Applicants would like to respectfully draw the 
Examiner attention to the Declaration of Frank Himmelsbach signed on 8 April, 2004 
submitted in the copending '099 application. In view of this 1.132 declaration, the 
Examiner has already removed the obviousness-type rejection in copending application 
'099. Furthermore, applicants note that 'Svhere, through no fault of the applicant, the 
claims in a later filed application issue first, an obvious-type double patenting rejection is 
improper, in the absence of a two-way obviousness determination, because the applicant 
does not have complete control over the rate of progress of a patent application through the 
Office." See MPEP §804 citing In re Braat, 937 F.2d 589, 1 9 USPQ2d 1289 (Fed. Cir 
1991). In view of the foregoing, it is respectfully submitted that the obviousness-type 
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double patenting rejection should similarly be withdrawn in the instant application since a 
two-way obviousness determination cannot be met for the pending claims of this 
application. Accordingly, no terminal disclaimer is warranted. 

In view of the foregoing, it is respectfully submitted that the subject application is 
in condition for allowance and such favorable action at an early date is earnestly solicited. 

Respectfully submitted, 

/Paula fL Wittmayer/ 

Paula K. Wittmayer 
Attorney for Applicants) 
Reg. No. 53,785 

Patent Department 
Boehringer Ingelheim Corp. 
900 Ridgebury Road 
P.O. Box 368 
Ridgefield, CT. 06877 
Tel.: (203)791-6692 
Fax: (203) 798-4408 
Dated: March 13, 2006 
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Applicant(s) 




10/016,280 


HIMMELSBACH ETAL. 


Examiner 


Art Unit 




Tamthom N. Truong 


1624 





~77>e MAILING DATE of this communication appears on the cover sheet with the correspondence address ~ 
THE REPLY FILED 13 March 2006 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1 . S The reply was filed after a final rejection, but prior to or on the same day as filing a Notice of Appeal. To avoid abandonment of 

this application, applicant must timely file one of the following replies: (1 ) an amendment, affidavit, or other evidence, which 
places the application in condition for allowance; (2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41 .31 ; or (3) 
a Request for Continued Examination (RCE) in compliance with 37 CFR 1.1 14. The reply must be filed within one of the following 
time periods: 

a) £3 The period for reply expires 5_months from the mailing date of the final rejection. 

b) □ The period for reply expires on: (1 ) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In 

no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

Examiner Note: If box 1 is checked, check either box (a) or (b). ONLY CHECK BOX (b) WHEN THE FIRST REPLY WAS FILED WITHIN 

TWO MONTHS OF THE FINAL REJECTION. See MPEP 706.07(0- 
Extensions of time may be obtained under 37 CFR 1.136(a). The date on which the petition under 37 CFR 1.136(a) and the appropriate extension fee 
have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension fee 
under 37 CFR 1 .1 7(a) is calculated from: (1 ) the expiration date of the shortened statutory period for reply originally set in the final Office action; or (2) as 
set forth in (b) above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if timely filed, 
may reduce any earned patent term adjustment. See 37 CFR 1 .704(b). 
NOTICE OF APPEAL 

2. □ The Notice of Appeal was filed on . A brief in compliance with 37 CFR 41 .37 must be filed within two months of the date of 

filing the Notice of Appeal (37 CFR 41 .37(a)), or any extension thereof (37 CFR 41 .37(e)), to avoid dismissal of the appeal. Since 
a Notice of Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 41.37(a). 
AMENDMENTS 

3. □ The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a>n They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) D They raise the issue of new matter (see NOTE below); 

(c) □ They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) (ZI They present additional claims without canceling a corresponding number of finally rejected claims. 
_ NOTE: . (See 37 CFR 1.116 and 41 .33(a)). 

4. □ The amendments are not in compliance with 37 CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. □ Applicant's reply has overcome the following rejection(s): . 

6. □ Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling the 

non-allowable claim(s). 

7. For purposes of appeal, the proposed amendment(s): a) □ will not be entered, or b) S will be entered and an explanation of 
how the new or amended claims would be rejected is provided below or appended. 

The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: 21 and 22 . 
Claim(s) rejected: 14-20 . 

Claim(s) withdrawn from consideration: . 

AFFIDAVIT OR OTHER EVIDENCE 



8. □ The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice of Appeal will not be entered 

because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary and 
was not earlier presented. See 37 CFR 1 .1 16(e). 

9. □ The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 

entered because the affidavit or other evidence failed to overcome all rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41 .33(d)(1 ). 

1 0. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 



1 1 . ^ The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 

See attachment. 

12. □ Note the attached Information Disclosure Statement(s). (PTO/SB/08 or PTO-1449) Paper No(s). 

13. S Other: attached Bib. Data Sheet . 
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ADVISORY ACTION 

Applicant's amendment of 3-13-06 has been considered. The request of withdrawing the 
previous rejection of Obviousness-type Double Patenting (ODP) has not been found persuasive 
for the following reason: 

In applicant's response of 3-13-06, the ODP rejection was traversed on the grounds that 
the subject matter covered by the claims of the US patent was deemed patentably distinct and 
thus 2-way obviousness is required. This is not persuasive since the instant application was filed 
prior to the copending application of 10/ 023,099 (now US 7,019,012). 

A review of the MPEP 804, section (a), pp. 88-23, August 2001 Ed. states that where an 
application at issue is the earlier filed application, only a one-way determination (for 
obviousness) is required unless two conditions are met. In the instant case prong A, i.e. 
sufficient evidence of administrative delay on the part of the PTO, has not been met, and thus, 
the rejection must be maintained. 

Priority 

Receipt is acknowledged of priority documents of DE 199-28-281.1 & DE 100-23-085.7 
submitted under 35 U.S.C. 1 19(a)-(d), which documents have been placed of record in the file. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Tamthom N. Truong whose telephone number is 571-272-0676. 
The examiner can normally be reached on M-F (9:30-6:00). 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O. Wilson can be reached on 571-272-0661 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 



Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR, 
system, contact the Electronic Business Center (EBC) at 866-2 1 7-9 1 97 (toll-free). 
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Philip Datlow-41482 



Anthony Bottino-41629 
Susan Pocchiari-45016 



Domestic Priority data as claimed by applicant 

This application is a CON of PCT/EP00/05547 06/1672000 
which claims benefit of 60/146,644 07/30/1999 
Foreign Applications 

GERMANY 199 28 281.1 06/21/1999 
GERMANY 100 23 085.7 05/11/2000 



If Required, Foreign Filing License Granted: 04/10/2002 
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The countiy code and number of your priority application, to be used for filing abroad under the Paris 
Convention, is US1 0/01 6,280 

Projected Publication Date: Not Applicable 
Non-Publication Request: No 
Early Publication Request: No 

Title 

Bicyclic heterocycles. pharmaceutical compositions containing these compounds, their use and 
processes for preparing them 

Preliminary Class 
544 

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES 

Since the rights granted by a U.S. patent extend only throughout the territory of the United States i and have no 
effect in a foreign county, an inventor who wishes patent protection in another county must app ly ^ f^ent in 
a specific country or in regional patent offices. Applicants may wish o consider the filing of an "binatonal 
appncation undeVthe Patent Cooperation Treaty (PCT). An international (PCT) application 9«n^ly has the sa me 
effect as a regular national patent application in each PCT-member country. The PCT process simplifies the 
filing of patent applications on the same invention in member countries, but does not result in a grant of an 
international patent" and does not eliminate the need of applicants to file additional documents and fees in 
countries where patent protection is desired. 

Almost every countiy has its own patent law, and a person desiring a patent in a particular country must mate an 
application for patent in that country in accordance with its particular taws Since the aws of many countnes differ 
in various respects from the patent law of the United States, applicants are advised to seek guidance from 
specific foreign countries to ensure that patent rights are not lost prematurely. 

Applicants also are advised that in the case of inventions made in the United States, the Director of the USPTO 
must issue a license before applicants can apply for a patent in a fore gn country The fihng of a US. paten 
application serves as a request for a foreign filing license. The application's filing receipt contains further 
information and guidance as to the status of applicant's license for foreign filing. 

Applicants may wish to consult the USPTO booklet. "General Information Concerning P^nteMsp^^Jlyv 
section entitled 'Treaties and Foreign Patents") for more information on bjTOframes and deadlines for filing foreign 
patent applications. The guide is available either by contacting the USPTO Contact Center at 800-78B-91 99. or it 
can be viewed on the USPTO website at htto-.//www.uspto.goyMeb/offices/pac/doc/generaWndex.html. 

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may 
wish to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Oepartment of Commerce 
initiative, this website includes self-help "toolkits" giving innovators guidance on how „ to protert inteHectua 
property in specific countries such as China. Korea and Mexico. For questions regarding patent enforcement 
issues, applicants may call the U.S. Government hotline at 1-866-999-HALT (1 -866-999-41 58). 



LICENSE FOR FOREIGN FILING UNDER 
Title 35, United States Code, Section 184 
Title 37, Code of Federal Regulations, 5.11 & 5.15 
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GRANTED 

The applicant has been granted a license under 35 U.S.C. 184 if the phrase "IF REQUIRED, FOREIGN! FILING 
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all apphcations where 
£e conditions for issuance of a license have been met. regardless of whether or not a license may be required as 
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier 
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon wntten ^Jfiratoru The 
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted 
under 37 CFR 5.13 or 5.14. 

This license is to be retained by the licensee and may be used at any time on or after the effiacBve date _tt»ereof 
unless it is revoked. This license is automatically transferred to any related applications(s) filed under 37 cfk 
1.53(d). This license is not retroactive. 

The grant of a license does not in any way lessen the responsibility of a licensee for ttie security of the subject 
matter as imposed by any Government contract or the provisions of existing laws relating to espionage and the 
national security or the export of technical data. Licensees should apprise tomselves of current .regulabons 
especially with respect to certain countries, of other agenc es paraculariy the Office of Defense ^ T rad e Controls 
Department of State (with respect to Arms, Munitions and Implements of War <22 CFR 121-128)) foe Bureau of 
Industry and Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign Assets Control, 
Department of Treasury (31 CFR Parts 500+) and the Department of Energy. 



NOT GRANTED 



No license under 35 U.S.C. 184 has been granted at this time, if the phrase IF RE ™ 1 *^°™*™£ ™g* 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license unde r 37 CFR 
5 12 if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months 
has lapsed from the filing date of this application and the licensee has not received any indicaton of a secrecy 
order under 35 U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b). 
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UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 

Address: COMMISSIONER FOR PATENTS 
P.O.Box 1450 

Alexandria, Virginia 22313-1450 
www.uspto.gov 
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28505 7590 01/24/2007 

MICHAEL P. MORRIS 

BOEHRINGER INGELHEIM CORPORATION 
900 RIDGEBURY ROAD 
P. O. BOX 368 

REDGEFIELD, CT 06877-0368 





g ! JAN 3 0 2007J 

4-Z4 -ZOQl 



EXAMINER 



TRUONG, TAMTHOM NGO 



ART UNIT 



PAPER NUMBER 



1624 

DATE MAILED: 01/24/2007 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. 



CONFIRMATION NO. 



10/016,280 



12/10/2001 



Frank Himmelsbach 



5/1262 



7351 



TITLE OF INVENTION: BICYCLIC HETEROCYCLES, PHARMACEUTICAL COMPOSITIONS CONTAINING THESE COMPOUNDS, THEIR USE 
AND PROCESSES FOR PREPARING THEM 



| APPLN. TYPE | SMALL ENTITY j ISSUE FEE DUE j PUBLICATION FEE DUE j PREV. PAID ISSUE FEE j TOTAL FEE(S) DUE j DATE DUE 



nonprovisional 



NO 



$1400 



$300 



$0 



$1700 



04/24/2007 



THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT. 
PROSECUTION OM THE MERITS IS CLOSED . THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS. 
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON 
PETITION BY THE APPLICANT. SEE 37 CFR 1313 AND MPEP 1308. 

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE 
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS 
STATUTORY PEMQD CANNOT BE EXTENDED . SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES 
NOT REFLECT A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE IN THIS APPLICATION. IF AN ISSUE FEE HAS 
PREVIOUSLY BEEN PAID IN THIS APPLICATION (AS SHOWN ABOVE), THE RETURN OF PART B OF THIS FORM 
WILL BE CONSIDERED A REQUEST TO REAPPLY THE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW 
DUE. 

HOW TO REPLY TO THIS NOTICE: 

I. Review the SMALL ENTITY status shown above. 



If the SMALL ENTITY is shown as YES, verify your current 
SMALL ENTITY status: 

A. If the status is the same, pay the TOTAL FEE(S) DUE shown 
above. 

B. If the status above is to be removed, check box 5b on Part B - 
Fee(s) Transmittal and pay the PUBLICATION FEE (if required) 
and twice the amount of the ISSUE FEE shown above, or 



If the SMALL ENTITY is shown as NO: 

A. Pay TOTAL FEE(S) DUE shown above, or 

B. If applicant claimed SMALL ENTITY status before, or is now 
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s) 
Transmittal and pay the PUBLICATION FEE (if required) and 1/2 
the ISSUE FEE shown above. 



II. PART B - FEE(S) TRANSMITTAL, or its equivalent, must be completed and returned to the United States Patent and Trademark Office 
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit account, section "4b" 
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, a 
request to reapply a previously paid issue fee must be clearly made, and delays in processing may occur due to the difficulty in recognizing 
the paper as an equivalent of Part B. 

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to 
Mail Stop ISSUE FEE unless advised to the contrary. 

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of 
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due. 
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Complete 




PART B - FEE(S) TRANSMITTAL 
s form, together with applicable fee(s), to: Mail 



Mail Stop ISSUE **2E 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, Virginia 22313-1450 
or Fax (571)-273-2885 



INSTRUCTIONS: This form should be used for transmitting the ISSUE FEE and PUBLICATION FEE (if required). Blocks 1 through 5 should be completed when 
appropriate. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed to the current correspondence address a 
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address; and/or (b) indicating a separate "FEE ADDRESS" fo 
maintenance fee notifications. ^ 



CURRENT CORRESPONDENCE ADDRESS (Note: Use Block 1 for any change of address) 



28505 



7590 



01/24/2007 

MICHAEL P. MORRIS 

BOEHRINGER INGELHEIM CORPORATION 
900 RIDGEBURY ROAD 



Note: A certificate of mailing can only be used tor domestic mailings of the 
Fee(s) Transmittal. This certificate cannot be used for any other accompanying 
papers. Each additional paper, such as an assignment or formal drawing, must 
have its own certificate of mailing or transmission. 

Certificate of Mailing or Transmission 
I hereby certify that this Feefs) Transmittal is being deposited with the United 
States Postal Service with sufficient postage for first class mail in an envelope 
addressed to the Mail Stop ISSUE FEE address above, or being facsimile 
transmitted to the USPTO (571) 273-2885, on the date indicated below. 



P. O. BOX 368 

RIDGEFIELD, CT 06877-0368 


(Depositor's name) 


(Signature) 




(Date) 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. I CONFIRMATION NO. 



10/016,280 12/10/2001 Frank Himmelsbach 5/1262 ~ 7351 

TITLE OF INVENTION: BICYCLIC HETEROCYCLES, PHARMACEUTICAL COMPOSITIONS CONTAINING THESE COMPOUNDS, THEIR USE 
AND PROCESSES FOR PREPARING THEM 



APPLN. TYPE 



SMALL ENTITY 



j ISSUE FEE DUE | PUBLICATION FEE DUE j PRE V. PAID ISSUE FEE | TOTAL FEE(S) DUE j 



DATE DUE 



nonprovisional 



NO 



$1400 



$300 



$0 



$1700 



04/24/2007 



EXAMINER 



i 



ART UNIT 



I 



CLASS-SUBCLASS 



TRUONG, TAMTHOM NGO 



] 



1624 



514-266400 



L^an^of correspondence address or indication of "Fee Address" (37 

Q Change of correspondence address (or Change of Correspondence 
Address form PTO/SB/1 22) attached 

□ "Fee Address" indication (or "Fee Address" Indication form 
PTO/SB/47; Rev 03-02 or more recent) attached- Use of a Customer 
Number is required. 



2. For printing on the patent front page, list 

(1) the names of up to 3 registered patent attorneys 
or agents OR, alternatively, 

(2) the name of a single firm (having as a member a 
registered attorney or agent) and the names of up to 
2 registered patent attorneys or agents. If no name is 
listed, no name will be printed. 



3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type) 

PLEASE NOTE: Unless an assignee is identified below, no assignee data will appear on the patent. If an assignee is identified below, the document has been filed for 
recordation as set forth in 37 CFR 3.11. Completion of this form is NOT a substitute for filing an assignment. 



(A) NAME OF ASSIGNEE 



(B) RESIDENCE: (CITY and STATE OR COUNTRY) 



Please check the appropriate assignee category or categories (will not be printed on the patent) : □ Individ ual □ Corporation or other private group entity □ Government 

4a. The following fee(s) are submitted: 4b. Payment of Fee(s): (Please first reapply any previously paid issue fee shown above) 

□ Issue Fee □ a check is enclosed. 

Q Publication Fee (No small entity discount permitted) □ Payment by credit card. Form PTO-2038 is attached 

D Advance Order - # of Copies Q The Director is hereby authorized to charge the required fee(s), any deficiency, or credit any 

overpayment, to Deposit Account Number (enclose an extra copy of this form). 

5. Change in Entity Status (from status indicated above) ™~ — ~ — ___= „ ~ _ ._. . _ 

□ a. Applicant claims SMALL ENTITY status. See 37 CFR 1 .27. □ b. Applicant is no longer claiming SMALL ENTITY status. See 37 CFR 1 .27(g)(2). 

NOTE: The Issue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent or the assignee or other party in 
interest as shown by the records of the United States Patent and Trademark Office. 7 B s p y 

Authorized Signature jj> a te 



Typed or printed name Registration No. 



This collection of information is required by 37 CFR 1.311. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to process) 
an application. Confidentiality is governed l>y 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, including gathering, preparing, and 
submitting the completed application form to the USPTO. Tune will vary depending upon the individual case. Any comments on the amount of time you require to complete 
i£™ a A t i /or s ^esti°ns for reducing this bunfan^oridl besent to me Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, *P.O. 
Box 1450, Alexan&^Virgmia 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: C^ninissioner for Patents, P.O. Box 1450, 
Alexandria, Virginia 22313-1450. 

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number. 
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U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 
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UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 
Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
www.uspto.gov 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. 



CONFIRMATION NO. 



10/016,280 



12/10/2001 



Frank Himmelsbach 



7590 



01/24/2007 



28505 

MICHAEL P. MORRIS 

BOEHRINGER LNGELHEIM CORPORATION 

900 RTDGEBURY ROAD 

P. O. BOX 368 

RJDGEFIELD, CT 06877-0368 



5/1262 



7351 



EXAMINER 



TRUONG, TAMTHOM NGO 



ART UNIT 



PAPER NUMBER 



1624 

DATE MAILED: 01/24/2007 



Determination of Patent Term Adjustment under 35 U.S.C. 154 (b) 
(application filed on or after May 29, 2000) 

The Patent Term Adjustment to date is 0 day(s). If the issue fee is paid on the date that is three months after the 
mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half 
months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s). 

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that 
determines Patent Term Adjustment is the filing date of the most recent CPA. 

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval 
(PAIR) WEB site (http://pair.uspto.gov). 

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of 
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be 
directed to the Customer Service Center of the Office of Patent Publication at l-(888)-786-0101 or 
(571)-272-4200. 
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Notice of Allowability 



Application No. 

10/016,280 



Examiner 

Tamthom N. Truong 



Applicant(s) 

HIMMELSBACH ETAL. 



Art Unit 

1624 



— The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1 .313 and MPEP 1308. 

1 . ^ This communication is responsive to RCE and amdt of 10-6-06 . 

2. £3 The allowed claim(s) is/are 14-22 . 

3. ^ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a) El All b) □ Some* c) □ None of the: 

1. ^ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 



3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 
International Bureau (PCT Rule 1 7.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

4. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

5. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 

1 ) □ hereto or 2) □ to Paper NoVMail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of 
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1 .121(d). 

6. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 



Attachment(s) 

1 . S Notice of References Cited (PTO-892) 

2. □ Notice of Draftperson's Patent Drawing Review (PTO-948) 

3. El Information Disclosure Statements (PTO/SB/08), 

Paper NoVMail Date 9-7-04 

4. □ Examiner's Comment Regarding Requirement for Deposit 

of Biological Material 



5. □ Notice of Informal Patent Application 

6. □ Interview Summary (PTO-413), 

Paper NoVMail Date . 

7. H Examiner's Amendment/Comment 

8. ^ Examiner's Statement of Reasons for Allowance 

9. □ Other . JAMES 0. WILSC?^ 

SUPERVISORY PATENT I 




U.S. Patent and Trademark Office 
PTOL-37 (Rev. 08-06) 



Notice of Allowability 



Part of Paper No./Mait Date 20070118 



Application/Control Number: 10/016,280 Page 2 

Art Unit: 1624 



EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
L3 12. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

In the specification: 

Below the title, insert the following sentence: 

- This is a continuation of PCT/EP 00/05547 filed on 6/16/00. - 



Application/Control Number: 10/016,280 
Art Unit: 1624 



Page 3 



Continued Examination Under 37 CFR 1.114 
A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 10-6-06 has been entered. 

Allowable Subject Matter 
Applicant's filing of the terminal disclaimer has overcome the previous rejection of 
Obviousness-type Double Patenting. Thus, said rejection is now withdrawn. 

With no other outstanding rejection, pending claims 14-22 are allowed. 

Reasons for Allowance 
The following is an examiner's statement of reasons for allowance: 

The invention is drawn to substituted quinazolinyl compounds 
having two side chains of A-B-C-D-E and Rc. The prior art of record 
fails to teach or fairly suggest the combination of substituents equivalent 
to those side chains. The reference of Barth et. al. (US 2004/0158065 Al) 
teaches related compounds; however, its effective filing date does not 
antedate the filing date of this application. Therefore, it is not a competent 



Application/Control Number: 10/016,280 



Art Unit: 1624 
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prior art. 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance." 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Tamthom N. Truong whose telephone number is 571-272-0676. 
The examiner can normally be reached on M, T and Th (9:00-5:30). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O. Wilson can be reached on 571-272-0661. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 





SEP -9 2DD4 



• roe 



, 9 o.CM 



. . tj • * uv PTO/SB/O8a (08-03) 

£ t i» t> Approved for use through 07/31/2006. OMB 0651-O0 31 

„ 0 ^ „ ^ M tt — ' U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 

Irm Paperwork Reduction Act of 1995. no parsons am mate! *» rat p^~1 1f> » BBHafillaO ftf '"fnm^tk^ tt mnt a \n« a vn»rf omh mnh, 

Complete if Known 



itute for form 1449A/PTO 



Shflflt I 



INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 



(Use as many sheets as neces*. 



■ai-L 



Application Number 
Filing, Date 



First Named Inventor 



Art Unit 

Examiner Name 



Attorney Pocket Number 



10/016,280 



December 1 0, 2001 



Frank Himmelsbach 
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Publication Date 
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FOREIGN PATENT DOCUMENTS 



Examiner 



Cite 
No. 1 



Foreign Patent Document 



Country Code'Xunbf' TOnd Cotte' (f known) 



Publication Date 
MM-OD-YYYY 



Name of Patentee or 
Applicant of Cited Document 



Pages, Columns, Lines, 
Where Relevant Passages 
or Relevant Figures Appear 



WO 95/20045 



07/27/1995 



The Institute of Cancer Research, 



WO 99/35146 



07/15/1999 



Glax6;GroWtimTted 



WO 97/02266 



01/23/1997 



CIBA-Geigy AG 



WO 00/31068 



06/02/2000 



Berlex Laboratories 



WO 96/30347 



10/03/1996 



Pfizer Inc. 



Examiner 
Signature 



, Considered 
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^^f"?; lnc *"*° °* *** form with next communication to applicant. 1 Applicant's unique citation designation number (optional). 2 See Kinds Codes of 
USPTO Patent Documents at www^pto.goy or MPEP 901.04. 3 Enter Office that Issued the documenL by the two-letter code (WlPO Standard ST 3) 4 For 
Japanese patent documents the indication of the year of the reign of the Emperor must precede the serial number of the patent documenL 5 Kind of document by 
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ri the tautorners, the stereoisomers and the salts thereof, particularly the physiologically 
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C?l cological properties, particularly an inhibitory effect on signal transduction mediated by 

10 tyrosine kinases, the use thereof for treating diseases, particularly tumoral diseases, diseases of 
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20 Ri and R 2 , which may be identical or different, in each case denote a hydrogen, fluorine, 

chlorine, bromine or iodine atom, 

a C M -aIkyI, hydroxy, C M -aIkoxy, C^-cycloalkyl, C^-cycloalkoxy, C 2 . 5 -alkenyl or 
C 2 -5-alkynyl group, 
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an aryl, aryloxy, arylmethyl or arylmethoxy group, 

a C3. 5 -alkenyloxy or C 3 . 5 -alkynyIoxy group, whilst the unsaturated moiety may not be 
linked to the oxygen atom, 
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